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French—Index of Differential Diagnosis of 
Main Symptoms 


The sixth edition, revised and thoroughly abreast with the discoveries of new laboratory tests and 
diagnostic methods, is now available. Few American physicians or surgeons need to be told what 
“French” is. To thousands of them it has for many years been the most frequently used and most 
highly appreciated book they possess. It is an unfailing guide in the most important and most 
difficult of all daily problems, prompt and accurate diagnosis, indeed an invaluable mainstay im 
clinical medicine. It includes surgery, gynecology, ophthalmology, dermatology, and neurology. — 


“French” combines an Index of Symptoms with a modern Differential Diagnosis. The main body 
of the book is followed by the marvelous General Index of over 200 pages giving 90,000 references 
to symptoms, listing them under the various diseases in which they occur. 


The illustrations are not stinted in number or in quality. Over 50 new illustrations have been added 
including 26 new illustrations in full color. Nearly 800, with over 200 in color—a joy to the 
scientific heart in perfection of detail and fidelity of reproduction. 


Edited by Herbert French, M.D., F.R.C.P., Consulting Physician to Guy’s Hospital; assisted by 
Arthur H. Douthwaite, M.D., F.R.C.P., Physician, Guy’s Hospital. 1198 pages, (1945) $17.00. 
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Another new 


MOSBY Book 


OCCUPATIONAL MEDICINE 
and INDUSTRIAL HYGIENE 


by RUTHERFORD T. JOHNSTONE, M.D. Formerly Director of 
the Department of Occupational Diseases, Golden State Hospital, 
Los Angeles. Associate Editor of “Industrial Medicine”. 


500 Pages 117 Illustrations Price, $10.09 
4 Color Plates 
Designed f vad This book describes in detail the clinical features of 
Specialists and industrial disease—covering the signs, symptoms, diagnosis 
Generel Practitionen and treatment. It describes the industrial processes with 
| which few physicians are as yet acquainted and gives a 
description of the methods of appraisal and control. 


One of the chief features of the book is that it is adequately 
| | illustrated with many photographs taken within industrial 
| | plants, and showing industrial processes and industrial 
control. 


| Unlike so many books on industrial medicine that are 
compilations or compendiums containing statistical data, 
or give vague descriptions of certain aspects of industrial 
health, this book gives practical information on such 
important subjects as: Industrial Medicine and Work- 
men’s Compensation; the industrial solvents, aliphatic, 
halogenated, chlorinated hydrocarbons, the metals, silicosis, 
the inert dusts, tuberculosis and pneumonia in industry, 
the dermatoses, industrial hygiene, and scores of other 
essential discussions. 


| 


THE C. V. MOSBY COMPANY 
3207 Washington Blvd. 
St. Louis 3, Missouri 


Dear Sirs: Please send me Johnstone’s OCCUPATIONAL MEDICINE and INDUSTRIAL HYGIENE-~- | 
The price is $10.00. | 
| 


"} Enclosed is my check. (_] Charge my account. 
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: . kinds of relief with this 


| 


Your patients get & 


new and different analgesic 
a preparation affords 
prompt 


in a wide range of 


that.amelioration of mood is a prime such 

objective in the “management of 

ful conditions. Dysmenorrhea 

EDRISAL presents a significant 

"advance in the: treatment of pain—in . Grippe 

‘that it contains two recognized anal-_ Sinusitis 

egesics, plus. the: logical and: effective Muscle and joint discomfort 

anti-depressant, | Benzedrine Sulfate.” Phiebitis 

An. increasing, number of reports | pheumatism and allied conditions 

“from: physicians “state that their 

“patients prefer EDRISAL to 

analgesic combinations, : 

Kline 

& French Laboratories, 
Philadelphia 


in the relief of pain 


2 ee December 1947 Vol 
highly effective 


Vol. 40 No. 12 


SOUTHERN MEDICAL JOURNAL 


LIPPINCOTT... 


Titles Directed 


Management in General Practice 


1. Ferguson 
SURGERY OF THE 
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by L. Kraeer Ferguson, M.D. 923 Pages. 
Illustrations: $10 


2. Grollman 
ESSENTIALS OF 
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by Arthur Grollman, M.D. 480 Pages. 
74 Illustrations 


3. Tobias 


ESSENTIALS OF 
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by Norman Tobias, M.D. 497 Pages. 156 
Illustrations 


4. Strecker 


FUNDAMENTALS 
PSYCHIATRY" 


by Edward A. Strecker, M. D.. hit Pages. 
Illustrated $3 


5. Criep 


ESSENTIALS OF ALLERGY 
by Leo H. Criep, M:D. 381 Pages. 43 
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6.. MacBryde 


SIGNS AND SYMPTOMS, THEIR 
CLINICAL INTERPRETATION 


Edited by Cyril M. MacBryde, M.D. 459 
Pages. 80 Illustrations, 6 in color $12 


7. Scherf and Boyd 


CARDIOVASCULAR DISEASES 
‘by David Scherf, M.D., and Linn J. Boyd, 


M.D. 478 Pages. 56 Illustrations $10 


8. Barborka 
TREATMENT BY DIET 
by Clifford J. Barborka, M.D. 750 Pages. 


17 Illustrations with hed color plates. _ 


9. ‘White and 


DIAGNOSIS IN DAILY 
PRACTICE 


V. White, M:B.; and: Charles 


F. Geschickter, M.D. 719 Pages. 360 
Hlustrations and :18 color :plates 


"BAR, NOSE AND THROAT 


Illustrations 


> by ‘George D. Wolf;-M.D. 523 
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Barbonate 


The rapid professional acceptance of 
Alminate (aluminum dihydroxy amino- 
acetate) as a gastric antacid, has prompted 
us to offer physicians a companion prod- 
uct. Barbonate combines in one formula 
the tested antacid effect of Alminate with 
the antispasmodic and sedative action of 
phenobarbital and belladonna alkaloids. 


BARBONATE, in bottles of 100 
pleasantly flavored tablets, is available for 
your prescription at your pharmacist’s. 
Send for a sample. 


Vol 


Aluminum dihydroxy aminoacetate 
(Alminate—Bristol) .__. 0.5 Gm. (7% gr.) 
Belladonna Alkaloids . 0.16 Mg. (1/400 gr.) 


| | 
| | 
| Phenobarbital, U.S.P.... 8.0 Mg. (1/8 gr.) | 
| | 

| 


Bristol 


LABORATORIES INC. - SYRACUSE - NEW YORK 


| 4 
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| A combination of 
Bristol Alyy; 
Barbsaair 
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For easing the strain 
On parental fratience 


Parents have enough problems without adding that of administering a vitamin 

preparation to recalcitrant offspring. It’s no wonder Abbott’s Vi-Daylin has been so 
popular with mothers and fathers. Small patients like the lemon-candy taste and fresh citrus- 
fruit odor of Vi-Daylin. Mother needn't beg or bribe to get the child to take it directly from the 
spoon—or it can be mixed with milk, fruit juice or cereal. Vi-Daylin is not heavy or bulky, leaves 
no fishy odor on hands or in the refrigerator. One daily serving of Vi-Daylin provides adequate 
vitamin supplementation for the average infant or child. For children up to 12 years of age 

a single teaspoonful (5 cc.) of Vi-Daylin supplies twice the minimum daily requirements of 
vitamins D and C and thiamine, the full minimum requirement of vitamin A and supple- 

mental amounts of riboflavin and nicotinamide. Vi-Daylin is especially suitable for 

infants since it is virtually free of alcohol (less than 0.5%). On your next prescription 

for a multiple vitamin product, please your little patients and their parents by 

specifying Vi-Daylin—available at prescription pharmacies everywhere in 

90-cc. and one-pint bottles. ABsorr Lasoratories, North Chicago, Illinois. 


Wi-Daylin 


{Vitamins A, B,, C, D, Riboflavin and Nicotinamide in palatable liquid form) 
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Corbohydrate for Sopplemensiag 
OR INFANT FEEDING 
- As Div 


FO 


CARTOSE* has won steadily in- 
creasing recommendation by physicians 
because it has always stood the test of 
performance as a carbohydrate milk 
modifier for infant feeding. 

Babies thrive on CARTOSE because: 
CARTOSE is well tolerated; gastro- 
intestinal discomfort is minimized by 
its mixed carbohydrate content; 
CARTOSE is liquid, facilitating rapid, 
exact formula preparation; 

CARTOSE is compatible with any 


— H, W. KINNEY & SONS, INC. —, 


‘Consistent Performance... 


formula base—fluid, evaporated, or dried 
milk; 

CARTOSE is pure; it is prepared and 
bottled by a sterilizing process. 
SUPPLIED: In clear glass bottles con- 
taining 1 pt. Two tablespoonfuls (1 fi. 
oz.) provide 120 calories. Available 
through recognized pharmacies only. 


Mixed Carbohydrate 
*The word CARTOSE is a registered trademark of H. W. 
Kinney & Sons. Inc. 


A 
US PAT OFF 


‘COLUMBUS, INDIANA —— 
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A double, 


fou 
SODIUM SULFACETIMIDE 
SOLUTION 30° 


Unlike most ophthalmic solutions, SODTUM 
SULFACETIMIDE SOLUTPON 386% serves a 
double purpose—prophylaxis and treatment. 

Prophylactic instillation of SODIUM 
SULFACETIMIDE SOLUTION 30% eye drops 
will prevent infection in the majority of instances 
of corneal abrasion, laceration and trauma from foreign 
bodies. 
Therapeutic instillation of SODIUM SULFACETIMIDE 
SOLUTION 30% eye drops produces results eonsisteatly 
superior to any other sulfonamide in a wide variety of 
oeular infections including acute and ehronic conjunc- 
tivitis, blepharitis and acute traumatic corneal uleer. 


High concentration Highly bacteriostatic 
Deeply penetrating Virtually non-irritating 
Prophylaxis: One drop every two hours for at least one day 


following abrasive injuries to the cornea or conjunctiva, or after 
removal of a foreign body. 


Therapy: One drop every two hours for severe infections or less 
frequently in milder infections. 

SODIUM SULFACETIMIDE SOLUTION 30% (Sodium SULA- 
MYD) is available in 15 ce. amber, eye-dropper bottles. SODIUM 
SULFACETIMIDE OPHTHALMIC OINTMENT 10% (Sodium 
SULAMYD) in \% oz. tubes. Boxes of 1 and 12 tubes, 


Trade-Mark SULAMYD—Reg. U.S. Pat. Off. 


CORPORATION + BLOOMFIELD, N. J. 
In Canada, 


Schering Corporation Limited, Montreal 
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Have you examined your copy? 


Here, in one volume—for the first time—are 
gathered abstracts of all published reports, favor- 
able and critical, on the use of Ertron*-Steroid 
Complex, Whittier, in the treatment of Arthritis. 


Considering the importance of the subject 
and the authority of many of the investigators, 
this volume may prove of utmost value in your 


own practice. 


, If you have not yet read the Report in 
Hi 3 its entirety, you will wish to do so. 
If your copy was not received, or has 
been mislaid, another will be sent 
promptly on request. 
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In smooth muscle spasm—gastrointestinal spastic 
states, primary dysmenorrhea, bladder spasm— 
whether of neural or muscular origin, relief may be 
obtained with the effective synthetic 

antispasmodic, Pavatrine. 


PAVATRINE 


| S (8-diethylaminoethy! fluorene-9-carboxylate hydrochloride) 
d with Phenobarbital 
Cc a U se —is both neurotropic and musculotropic in its ability 


b to relax smooth muscle spasm. It is non-narcotic. 


The dual relaxing effect is exerted on sphincters 
(cardiac, pyloric, sphincter of Oddi), bowel, uterus 


S a S mM and bladder, with an accompanying relief of pain 
p in spastic conditions of these organs. 


Pr ine is the registered trademark of G. D. Searle & Co., Chicago 80, IHinois. 


SEARLE 
RESEARCH IN THE SERVICE OF MEDICINE 
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you can obtain 


desired serum levels 


of sulfadiazine 


in 2 hours instead of 6 


It has been established that ‘Eskadiazine’—an aqueous sus- 
pension of Mieraform* sulfadiazine for oral use—is absorbed 
3 to 5 times more quiekly than sulfadiazine in tablet form. 
This more rapid action is obviously highly desirable. 

Exceptionally palatable and pleasing in consistency, Eska- 
diazine is willingly aecepted by all types of patients—es- 
pecially the young and the very young. Won’t you prescribe 
Eskadiazine in your next suitable case? 


outstandingly palatable 
fluid sulfadiazine 


for oral use 


Smith, Kline & French Laboratories, Philadelphia 


*T.M. REG. U.S. PAT. OFF. 
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in the aged 


Recent statistics indicate that more than 
10 per cent of all peptic ulcers occur in 
persons past the age of 60. Except for 


a greater tendency to bleed, ulcers in 


the aged are no different from those in 
younger persons and require essentially 
the same therapeutic program of rest, 
diet and acid neutralization. 


Creamalin, the first aluminum hydroxide 
gel, readily and safely produces sus- 


tained reduction in gastric acidity. With 
Creamalin there is no compensatory 
reaction by the gastric mucosa, no acid 
“rebound,” and no risk of alkalosis. 
Through the formation of a protective 
coating and a mild astringent effect, 
nonabsorbable Creamalin soothes the 
irritated gastric mucosa. Thus it rapidly 
relieves gastric pain and heartburn, and 
helps in the healing of peptic ulcers as 
well as in the prevention of a recurrence. 


December 1947 


Creamalin® 


First Brand of Aluminum Hydroxide Gel 
Supplied in 8 fl. oz., 12 fl. oz. and 16 fl. oz. bottles 


New 13, N.Y. Winosor, ONT. 


The busi formerly d d by Winthrop Chemical Co., Inc. 
and Frederick Stearns & Co. are now owned by Winthrop-Stearns Inc. 
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Pyribenzamine 


High-concentration Elixir Pyribenzamine hydrochloride now 
provides a second administration form of this proved antihistaminic. 
Containing 20 mg. of Pyribenzamine hydrochloride per 4 cc. (teaspoonful), 


the Elixir has obvious advantages in special cases, notably in infants 


and children, and in adults who prefer liquid medication. 


Scored tablets of Pyribenzamine also facilitate small dosage when 
indicated —the 50 mg. tablets are easily broken to provide 25 mg. doses. 


Council Accepted. PYRIBENZAMINE hydrochloride ® (brand of Lripelennam ine hydrochloride), 


PHARMACEUTICAL PRODUCTS, INC., SUMMIT, N. J. 
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NUMBER 1 OF A SERIES 


CHOLINE 


tf For a Better Prognosis 


in Chronic Hepatitis 


7 years progress— 


Writing on the prognosis of chronic hepatitis Meakins* says: 
*. .. in the latent stages prognosis is good, but in the more advanced 
stages fatal accidents and a progressive depreciation can be expected.” 


The results of years of intensive study of the relationship of dietary 
factors to hepatic dysfunction are summarized by Patek**: 

“... it is no longer justifiable to accept cirrhosis as a disease with a 
relentless downhill course. A significant number of patients with severe 
liver failure and a much larger percentage with moderate liver damage 
can recover with dietary treatment.” 


The lipotropic factor, Choline, plays a vital role in the dietary manage- 
ment of chronic hepatitis. The prevention or prompt reversal of fatty 
infiltration of the liver favors the maintenance of normal portal circu- 
lation, the regeneration of functional liver tissue and the restoration 
of adequate liver function. 


Syrup Choline Dihydrogen Citrate (Flint), a stable and completely 
palatable form of choline, is indicated in conditions in which hepatic 
dysfunction may be associated with impaired lipid metabolism. 


Syrup Choline Dihydrogen Citrate (Flint)—25 per cent w/v is 
supplied in pint and gallon bottles. 


*Meakins, J. C.: The Practice of Medicine. The C. V. Mosby Company, 
St. Louis, 1940, p. 729. 


**Patek, A. J.: The Evaluation of Dietary Factors in Treatment of Laennec’s 
Cirrhosis of the Liver. J. Mount Sinai Hospital, 14:1, 1947. 


iNFoRMATION waite FLINT, EATON & COMPANY 


DECATUR, ILLINOIS 
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rotein 
hydrolysate 


F or flexibility in protein hydrolysate 
therapy, Baxter gives you two solutions 
—5% Protein Hydrolysate and 5% Pro- 
tein Hydrolysate with 5% Dextrose. 
Autoclaved to assure sterility, these solu- 
tions meet the same high standards 
applied to all Baxter products. 

The unique flexibility is characteristic 
of the integrated Baxter program of 
parenteral therapy with its wide selection 
of solutions, equipment and standardized 
procedures. No other method is used by 
so many hospitals. Write for full infor- 
mation and literature. 


PIONEER NAME IN 
PARENTERAL THERAPY 
Manufactured by 


BAXTER LABORATORIES 
Morton Grove, Illinois + Acton, Ontario 


BAXTER 


Distributed and available only in the 37 states east of the Rockies through 


AMERICAN HOSPITAL SUPPLY CORPORATION 


EVANSTON, ILL. NEW YORK ATLANTA WASHINGTON, D. C. 


BAXTER 
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= 
| a 


SOUTHERN MEDICAL JOURNAL December 1947 


- 
whole. 
‘ 5m. daily, for several woe! efficient 
| 


Color Photograph by Karl Oeser 


EVERY DAY in the United States alone, physi- 
cians examine sixteen thousand applicants for 
life insurance. Before the time of scientific 
medical examinations, the risk involved in life 
insurance was a vague uncertainty. Now, life 
insurance, thanks to a sound medical founda- 


tion, is recognized as one of the most impor- 


tant economic and social influences of our time. 


The history of life insurance in some respects 
resembles that of medical research. Investi- 
gators who worked in a meagerly equipped 
laboratory have been largely supplanted by 
superbly staffed and equipped laboratories. 
Organized, self-endowed research, such as 
that of the Lilly Research Laboratories, makes 


sound contributions to medical practice. 


2 


FOR PROMPT, PROLONGED, PROFOUND ANESTHESIA 


METYCAINE (Gamma-[2-methyl-piperidino]-propyl Benzoate Hy- 
drochloride, Lilly) is a local anesthetic agent useful in the various 
fields of medicine, surgery, and dentistry. It is effective for spinal, 
regional, infiltrational, and topical anesthesia. ‘Metycaine’ has a 
quicker onset and longer duration of action, greater uniformity of 
effect, and higher potency than procaine, without increased toxicity. 
‘Metycaine’ products, adaptable for all uses, are available through 
your regular source of medical supplies. 


ELE LILLY AND COMPANY 


INDIANAPOLIS 6, INDIANA, A. 
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There are many occasions in therapeutics 
when the diet must be strictly limited. In 
such instances, the fact that the body has 
very little storage capacity for the B com- 
plex vitamins becomes particularly signif- 
icant. For this reason, many physicians 
prescribe an ARMOUR B COMPLEX 
PREPARATION for patients placed on 
restricted diets — thus protecting against 
the development of a deficiency with atten- 
dant symptoms such as sore tongue, undue 
fatigue, skin eruptions, and neuritis. By 
specifying the name ARMOUR the phy- 
sician may make certain that his patient 
will receive adequate vitamin therapy. 
ARMOUR B COMPLEX PREPARA- 
TIONS are produced with the same care- 
ful attention to detail and the same accu- 
rate standardization characteristic of all 
Armour Laboratories products. Vitamins 
are in a sense perishable products, and the 
Armour scientists specialize in the proc- 
essing and stabilizing of such products. 
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ARMOUR B COMPLEX PREPARATIONS 
Armour B Complex (High Petency) Glenvies 

Each glanule contains : 
Vitamin B ia’ 
Vitamin B: 
Vitamin B, (Pyrido: 
Nicotina: 


dose : One to two glanules three times a day 
at mealtime as directed by physician. 
Armour B Complex Concentrate (Liquid) 
Each fluid drachm (one teaspoonful) contains at least: 
Vitamin B; 
(Thiamine 
Vitamin B, (R 
Nicotinic Acid. 1.250 milligrams 
ver watunst and Yeast C 200.0 
from 8 grams fresh liver and 0.2 gram fresh 


Have confidence in the preparation you prescribe 
— specify “ARMOUR” 


THE ARMOUR LABORATORIES + CHICAGO 9, ILLINOIS 


Headquarters for Medicinals of Animal Origin 


17 
WHEN YHE DIET 1S RESTRICTED 
Pantothenic Acid (Filtrate Factor) .. 6.5 milligram 
Liver Extract Concentrate............ .300.0 milligrams 
Suggested dose : One glanule per day as directed by physician. 
Armour 8 Complex Concentrate Gianvles 
Each glanule contains at least : 
Vitamin B; 
(Thiamine H. hloride)........ 0.450 milligram 
Nicotinic Acid 1,250 milligrams 
Liver Extract Concentrate..........200.0 milligrams 
i yeast.) 
as directed by physician 
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The weight curves represented above are to be 
found in actual hospital (name on request) records 
of 75 consecutive infants fed on Similac for six 


months or longer. Not once in this entire series of A powdered, modified 
uct especia 
75 cases was it necessary to change an infant’s ang 
feeding because of gastro-intestinal upset. a ee 
Similarly good uniform results are constantly being removed and 
obtained in the practice of many physicians who aut oll, cocoa butter, cora 

prescribe Similac routinely for infants deprived, ~ if — 
either wholly or in part, of mother’s milk. Tf oe 
‘ U.S.P. units of Vitamin 
A as a result of the addi- 

tion of fish liver oil con- 


M &R DIETETIC LABORATORIES, INC. © COLUMBUS 16, OHIO 
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The elderly patient, the postoperative case, the 
convalescent—all are subject to intestinal atonic- 
ity, resulting in constipation. 

Cholmodin acts correctively in the atonic bowel. 
It contains deoxycholic acid (14 gr.), a natural 
eliminant, and extract of aloes (34 gr.), the gentle 
colon stimulant. 

The mild action of Cholmodin is particularly 
applicable in corrective therapy, where diminish- 
ing dosages can be employed in re-establishing the 
tone of the intestinal tract. 

Recommended dosage: for habitual constipa- 
tion, 1 to 2 tablets 2 to 3 times daily; as an oc- 
casional laxative, 2 tablets with a glass of water on 
retiring. 

Available in boxes of 50 tablets. 


AMES COMPANY, Inc. 


ELKHART, INDIANA 


: 
x 
Zon? 
Chofmodin. 
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to revive 
normal interest 
and activity 


‘Dexedrine’ is of unequalled value 
for the depressed patient. 


Not only does Dexedrine 
produce striking improvement 
in mood and outlook—but, 
because of the unique 
“smoothness”: of its action, 

it spares the patient the 
disturbing consciousness of 
“drug stimulation.” 

Smith, Kline & French 
Laboratories, Philadelphia 


Dexedrine 
Sulfate 


tablets 
the central nervous stimulant of Choice 


REG. U.S. PAT. OFF. sulfate, 5S. F.) 
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FOR 
CONTINUING 


RELIEF For continuing relief in neuralgia and myalgia and 
to supplement regular office treatments, the pre- 
scription of an effective topical analgesic to allay 


in Neuralgia recurrent pain is a useful measure appreciated by 
the patient. 
: Panalgesic is unusually well adapted for such use. 


Panalgesic is a non-staining, virtually non-greasy 
liquid, very high in absorbable salicylates (58% by 
volume) and in other topically useful medicaments. 
It exerts a pronounced and lasting analgesic effect 
without excessive counterirritation. 

Panalgesic is also suggested for use in the physi- 
cian’s office, before or after heat and light therapy. 


Salicylate content, 58% (methyl salicylate and aspirin); camphor and 
menthol, 4%; alcohol, 22% (by volume); vegetable oil, 20%. Available 
in 2 fluidounce bottles. Ethically promoted. 


William P. Poythress & Co., Inc., Richmond, Virginia _)” ; OYTHRESS 


RICHMOND * VIRGING, 


. 
_| 
ps. 
: 
AC 
- 
AG 
\\\\ 
KZ 


CERVICITIS 


PENICILLIN VAGINAL SUPPOSITORIES 


Particularly useful in the medical and surgical management of cervicitis due to (or complicated by) 
penicillin-sensitive organisms. 

ADVANTAGES @ Potent dosage at site of infection —each suppository provides 100,000 units of . 
penicillin @ Painless administration @ Simplicity and convenience. 


Early favorable response establishes the effectiveness of 
Penicillin Vaginal Suppositories Schenley. 


Suggested Dosage: One suppository on retiring or as required. 


SCHENLEY LABORATORIES, INC. 
Executive Offices: 350 Fifth Ave, New York 1, WN. Y. 


Supplied in boxes 
© Schenley Laboratories, Inc. of 6 and 12 
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YRIDIUM, administered orally in a dosage of 
2 tablets t.i.d., will promptly relieve dis- 
tressing urinary symptoms in a large percentage 
of ambulant patients, thereby permitting them 
to pursue normal activities without undue dis- 
turbance. 
The prompt symptomatic relief provided by 
Pyridium is extremely gratifying to such pa- 


tients suffering from the distressing symptoms 
of painful, urgent, and frequent urination, tenes- 
mus, and irritation of the urogenital mucosa. 
Pyridium produces a definite analgesic effect 
on the urogenital mucosa following oral admin- 
istration. This action is entirely local, and is not 
associated with, or due to, systemic sedation or) 
narcotic action. Literature on Request. 


wavs PYRIDIUM 


mono-hydrochloride) 
MERCK & CO., Inc. RAHWAY, N. J. 


In Canada: MERCK & CO., Ltd., Montreal, Que. 
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RESINAT... 


approaches the ideal antacid 


It’s like “hitching your wagon to a star”...if the choice 
is ‘Resinat’ in gastric therapy. There’s more than idle 
promise in these words, for comparison with the ac- 
cepted standards of the ideal antacid, as summarized 
by Beckman,* demonstrates that ‘Resinat’ meets every 
requirement. 


RESINAT is insoluble; does not irritate the stomach 
and intestines 


..- contains no free alkali; normalizes acid 
and inactivates pepsin 

... does not alter the acid-base equilibrium of 
the body 


...taken in any amount will not alkalize the 
urine; no danger of precipitating crystalline 
phosphates in the kidney or ureter 


4 ... Will not cause diarrhea or constipation 
g.... does not alter mineral metabolism 
4 Study of this therapeutic charaéter of ‘Resinat,’ 
Ee. we believe, is convincing proof (to be con- 
firmed in actual trial) of its possibilities in 
affording prompt symptomatic relief in gastric 
complaints from hyperacidity to peptic ulcer. 
Dose: one or two capsules (0.25 Gm. each) 
or as indicated. Packaging: bottles of 50, 100, 
500 and 1000 capsules. 


*Beckman, H.: Treatment in General Practice, 
Sth ed., Philadelphia, Saunders, 1945, p. 559 


a research product of 
THE NATIONAL DRUG COMPANY =p 
Philadelphia 44, Pa. 


PHARMACEUTICALS, BIOLOGICALS, BIOCHEMICALS FOR THE MEDICAL PROFESSION 
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this 


The 
Cardiologist 


is assured of 


Dependability in Digitalis Administration 
Being the powdered leaves made into 
physiologically tested pills, 
all that Digitalis can do, these pills will do. 


Trial package and literature sent to physicians on request. 


DAVIES, ROSE & COMPANY, Limited 


Manufacturing Chemists, Boston 18, Massachusetts 
Di4 
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RELIEF REPORTED 
MODERATE ; SLIGHT | NONE 
ADULTS 


| | 2 | 119 


CHILDREN 
14 yrs. and 65 58 3 4 
under—60% Hay Fever, 40% Asthma 


— FREE PERIOD | INITIAL ACTION 


{Hours) (Minutes) REACTIONS 
8 24 | 36+] 5/10/15 


4110 |16 | 3 5 |25 | 3} 2 


FORMULA 
Each T-BARDRIN suppository 
contains: 

Pentobarbital sodium . . . . . 0.05 gm. 
Phenobarbital sodium .... . 0.05 gm. 
WARNING: May be habit-forming 

Theophylline ........ 0.40 

Ephedrine hydrochloride . . 

Bemsocaime 0.06 gm. 
in a cocoa butter base. 


(Available in boxes of 12 suppositories) 


ANGIER CHEMICAL COMPANY 
letterhead. Boston 34, Massachusetts 


professional 
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essence of 
1000 roses 


Milady’s perfume bottle imprisons 
the sweetness of a thousand blooms. 
Woody plant fibres have been 

removed and only the concentrated 
fragrance has been preserved. 


From beautiful Foxglove (Digitalis 
purpurea) is produced the pure 
glucoside Digitoxin, far more 
important than perfume. Gram 
for Gram uniform crystalline 
Digitoxin, prescribed by weight, 
exerts 1000 times the digitalizing 
action of U.S.P. Digitalis. 
Nausea and vomiting are rarely 
seen after its use. Oral and 
parenteral doses are identical. 
Single dose digitalization may 
be accomplished quickly by 
oral administration. 


Dreon «Company 
KANSAS CITY MO 

a NEW YORK 
ATLANTA 
SAN FRANCISCO 
SEATTLE 


> 
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VITAMIN DROPS 


ate 
c=] 


Potent, convenient, flexible dosage form 
Designated for use in pediatrics and geriatrics 


VITAMIN CONCENTRATED 


OLEO VITAMIN 


DROPS DROPS 


Each drop supplies 5 mg. of ; 
vitamin C Each drop supplies 2,000 units 


Supplied i vitamin A, 333 units vitamin D 

u n dropper bottles of 

1 ~ po Supplied in dropper bottles of 
15 cc. and 60 cc. 


VITAMIN PRODUCTS, INC., Mount Vernon, N. Y. 
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Amino-Concemin 


a synergistic combination of 

B Complex, Iron and Amino Acids 

Specifically designed to shorten convalescence, 

through the catalytic action of amino acids on 

vitamin assimilation and iron utilization.’-? 

Provides nutritional elements often deficient 

in the usual convalescent diet: 

1. BCOMPLEX—the established B vitamins, 
in high potencies, plus the entire B com- 
plex from three natural sources. e 

2. IRON—to counteract the frequently asso- 


ciated hypochromic anemia. . 
3. AMINO ACIDS—a 15% enzymatic yeast WUtly 
hydrolysate containing 10 essential amino 
acids with other amino acids and polypep- The delightful winey flavor of 


tides, provides extra nitrogen as well as a Aaa A i 
synergistic effect on hemoglobin formation : 
in a product containing amino 


and vitamin utilization. acids, liver and iron—assures 
FORMULA continued patient coopera- 
Each 45 cc. (average daily dose) contains: tion. Many find it particularly 


Protein hydrolysate —— amino pleasant in milk or fruit juice. 
acids). . 6.75 Gm. Dosage—15 cc. (1 tablespoon) 

Thiamine hydrochloride. 3.0 mg. three times a day, with or 

Niacinamide . 

Pyridoxine hydrochloride 1.0 mg. 

Liver, B complex fraction . naan’ 0.5 Gm. 2. : Am. J. Dig. Dis.: 


Trademark “Amino-Concemin” Reg. U. S. Pat. Off. 


The Wm. Cincinnati, U. S. A. 
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IMPROVED BIOLOGIC EFFICIENCY. 


Rat-growth curves, determined by indepen- 
dently conducted tests, demonstrate the 
high ” biological value of AMINOIDS,* 


PALATABILITY and ADAPTABILITY. 


AMINOIDS retains the inviting palatability 
long associated with its name. May be given 


f appetizing ways—in hot or cold 
compared with casein, recognized as a high- in a variety 0 
quality protein. liquids, desserts, cereals, etc. 
AMINOIDS is decived from selected 
protein sources (liver, beef muscle, 
FOOD RESEARCH LABORATORIE wheat, soya, yeast, casein, and lac- 
titend Cite talbumin). Analysis indicates the pres- 
ence of all the essential amino acids in 
significant quantities. 
Amino Acid Anatysist 
On Protein Basis 
‘Amino Acid x6.25=100% 
% 
300 Arginine 3.0 
Profeia Histidine 26 
380 Lysine 58 
A Tyrosine 41 
| 260 Tryptophan 1.3 
58 
240 Cystine 1.2 
A Methionine 24 
220 Threonine 3.6 
Leucine 10.2 
of ow as hydrolysate. 
10 i Su as a dry, granular powder, in 
bot! containing 6 oz. 
100 +R. 3. Block: Personal 
0 


AVERAGE GROWTH RESPONSE CURVES OF RATS O8 THE INDICATED 
LEVELS OF PROTEIN SUPPLIED BY ANTHOIDS 9000 On CASEIN BSF. 


THE ARLINGTON CHEMICAL COMPANY 


TOMRERS 1, 
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in the battle to control and 
biasis. Stools free of E. histolytica trophozoites and 
and healing of the ulcerous lesions of the inte 


d. [ 
WUCALCA CAML 
he 
Anayodin 
microscope for positive diagnosis and 
| 
tinal tract follow effective 
treatment with Anayodin, 
Phree enteric coated pills of Amayodin (each of 
daily before meals for eleven days pro- 
vide a full therapeutic course. In refractory cases, a 
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With the introduction of 

more effective mercurial diuresis, 
the xanthine derivatives at 

last have achieved a more satisfying 
role in the treatment of 

cardiac decompensation. In this new 
role they serve as adjuncts 

to mercurial diuresis. 

In combination with the 

mercurial, “theophylline enhances 
the rate and completeness 

of absorption so that the 

drug (mercurial) is 

effective and well tolerated by 
intramuscular as well as intravenous 
administration.”** 


Theophylline also increases 


< improved diuresis 
< with Mercuhydrin 


glomerular filtration so 
that the effect of the mercurial in 


inhibiting tubular reabsorption may 
provide the greatest water loss. 
Mercuhydrin combines mercury 
and theophylline as the sodium 
sai. of methoxyoximercuri- 
propylsuccinylurea-theophylline. 
As well tolerated by 

muscle as by vein —therefore 
adapted to modern, sustained 
dosage schedules in 

treatment of cardiac decompensation — 
Mercuhydrin obtains uniform 
"“dry-weight™ levels of body 

fluid —avoids intermittent 
exhausting bouts of edema. 


Brand of Meralluride Sodium 

WELL TOLERATED LOCALLY 
Supplied in 1 cc. and 2 cc. ampuls at 
prescription pharmacies. Lakeside 
Laboratories, Inc., Milwaukee 1, Wis. 
Mercuhydrin is the registered trade- 
mark of Lakeside Laboratories, inc. 
*New and Nonofficial Remedies, Chicago, 
American Medical Assn., 1946, p. 389 
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wei tonsils interfere with respiration, cause 
a, frequent sore throats, offensive breath and 
inp. Complete tonsillectomy is only adequate 


ilard’s Aspergum combines maj 
atipyretic effect. It increases t 

ication and deglutition; redu 
nvalescence and encouraging an 


spots on surface of tonsillar mucous membrane. 


. . . acute and chronic tonsillitis 

.. . the post-tonsillectomy state 

... dry, irritated ‘“‘post-partum” throat 

.. . pain following instrumentation of 
esophagus or larynx 


... coryza, grippe, non-specific upper- 
respiratory infections 


.. . fever and pain in children 


‘ked local relief of pain with a general analgesic and 
he salivary flow; stimulates activity of muscles of 
ces local spasticity and stiffness; thereby hastening 
early return to a full diet. 


Aparticularly acceptable antipyretic-analgesic for children. 


Ethically promoted. In packages of 16, 
moisture-proof bottles of 36 and 250. 


White Laboratories, 
Inc., Pharmaceutical 
Manufacturers, 
Newark 7, N. J. 


Pronounced hyperemia, edema and purulent exudate 
from tonsillar crypt, appearing as punctate whitish 


4 ib 
} 


quick-acting... Safe... 
topical chemotherapy 
in oropharyngeal infections 


The speedy response obtained with White’s Sulfathiazole Gum—coupled with © 
the safety factor of its low systemic absorption—account for its wide prescrip- © 
tion use in oral, tonsillar and pharyngeal infections. 

HIGH LOCAL CONCENTRATION 


Prompt and long-sustained in effect; the sulfonamide is maintained in inti- 
mate, therapeutically effective concentration throughout entire oropharyn- 
geal area. 


NEGLIGIBLE SYSTEMIC ABSORPTION 


Even with maximal dosage, blood sulfonamide levels are usually quantita- i 
tively immeasurable, virtually obviating likelihood of systemic toxic reactions. ” 


STABLE 
Full potency is retained under all conditions. 


CLINICALLY ACCEPTED 
Established by long and extensive clinical use. 


Supplied in packages of 24 tablets, sanitaped, in slip-sleeve 
prescription boxes. IMPORTANT: Please note that your 
patient requires your prescription to obtain this product 
from the pharmacist. 


SULFATHIAZOLE GUM’ 


Safe, Chemelherafy 


*A Product of White Laboratories, Inc., Pharmaceutical Manufacturers, Newark 7, N.J. 
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FUSOSPIROCHETAL GINGIVITIS (Plaut-Vincent’s 
Infection), Acute 

Characteristic punched-out lesions appearing on the 
interdental papillae and marginal gingivae. Slight 
pressure causes pain and bleeding on these areas. 
The dirty white pseudomembrane present in most 
acute cases is illustrated. 


FUSOSPIROCHETAL GINGIVITIS (Plaut-Vincent’s 
Infection), Acute, Healed 

This is a healthy mouth. After treatment with Sul- 
fathiazole Gum for 72 hours, the patient presents 
normal, healthy gingival borders and all evidence of 
inflammation has receded. 
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Chemotherapy 
of Choice... 


Maximum effectiveness is obtained by lov 
stillation of Otomide in affected cases at 
three times daily. 


... in BOTH acute AND chronic infections 


Otomide brings about prompt and sustained analgesic-antipruritic effects 
through the topical action of chlorobutanol. The urea-sulfonamide mixture 


exerts an anti-bacterial effect definitely greater than that produced by either 
drug alone. A valuable adjunct to systemic treatment. 


Infections contaminated with fungi have been effectively treated with Otomide since 
sulfanilamide is more fungistatic than other sulfonamides or penicillin. 


Astable solution of 5% Sulfanilamide, 10% Urea (Carbamide), 3% Anhydrous Chloro- 
butanol in a specially processed glycerin vehicle of unusually high hygroscopic activity. . 


IN DROPPER BOTTLES OF % FLUID OUNCE (15 CC.) 
WHITE LABORATORIES, PHARMACEUTICAL MANUFACTURERS, NEWARK, W. J. 
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For assurance of 
continuous therapy... 


The human factor in continuous medi- 
cation operates to produce gaps in the 
treatment, particularly where the drug 
is being taken by an ambulatory patient 
upon instructions of a physician. Regu- 
larity of penicillin dosage is directly 
proportional to convenience of adminis- 
tration. Nothing could be more con- 
venient than LEDERCILLIN Penicillin 
Tablets Lederle for frequent dosage and 
continuous maintenance of blood levels 
of penicillin. 
50,000 unit tablets— Bottles of 12 and 25 
100,000 unit tablets— Bottles of 12 

*Reg. U. S. Pat. Off. 


| 
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LEDERLE LABORATORIES DIVISION 
AMERICAN CYANAMID COMPANY 
30 ROCKEFELLER PLAZA, NEW YORK 20, N.Y. 
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one way 
to control 
a cough 
is 
to stop . 


the coughing 


Coughing is often the cause of 
a vicious circle. The first cough 
irritates the trachea or larynx, 
and thus excites the nerve end- 
ings. Recurrent cough impulses 
cause further irritation and still 


more severe coughing. 


Inhaled through the mouTH, the 
vapor* from Eskay’s Oralator— 


. by local action on nerve end- 


ings—arrests the cough impulse 
where it originates. Thus it gives 
the patient relief, breaks the 
vicious circle, and hastens 


recovery. 


Your patients will be grateful to 
you for prescribing this effec- 
tive, outstandingly convenient 
oral inhaler. 

Smith, Kline & French Labora- 
tories, Philadelphia. 

*(The active ingredient in Eskay"s Oralator is 


the symp comp 2-amino-6« 
methylheptane, S. K. F.) 


A 
revolutionary 
advance 

in the 
treatment 


of cough 


Oralator 


A few 


inhalations 


by_ mouth 


control cough 


quickly 
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MORAL ELI 


: 

| 0.03 mg- 


oaeanom 


ee The Most Potent Oral Estrogen 


Str. oneanon 


maw pense? 


rs 


4-ounce and 1-pint bottles 
‘ containing in each teaspoon- 
Now uattalle ful of elixir 0.03 mg of Lyno- 
ral — ethinyl estradiol, the 
most potent oral estrogen. 
Even the hard-to-please menopausal patient will like 
the delightful taste and aroma and the eye-pleasing appearance 
of the new Lynoral Elixir. The physician will like its flexibility of 
dosage; use of Lynoral Elixir permits quick and convenient adjust- 
ment of dosage to the requirements of the individual patient. Both 
physician and patient will appreciate its remarkable freedom from 
undesirable effects. Lynoral Elixir may be administered to excellent 
advantage in menopausal complaints, hypo-ovarianism, infantilism, 
menstrual disturbances amenable to estrogen therapy, and the 
symptomatic treatment of prostatic cancer. For detailed literature, 
write to department E. 
T.M.—Lynoral—Reg. U. S. Pat. Off. 
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Oral Effectiveness 
end High Potency 


December 1947 


An increasing number of investigators are commenting on the general “sense of well-being” 
which is usually experienced by menopausal patients following “Premarin” administration. This 
is a “plus” in therapy which is most gratifying to the woman crossing the threshold of the climacteric. 


“Premarin” is supplied as follows: 


bottles of 20, 100 and 1000 
bottles of 100 and 1000 


Liquid, containing 0.625 mg. in each 4 cc. (1 teaspoonful) ... bottles of 120 cc. 


While sodium estrone sulfate is the principal estrogen in “Premarin,” other equine estrogens 
++. estradiol, equilin, equilenin, hippulin...are also present in varying small amounts, probably os 
water-soluble sulfates. The water solubility of conjugated estrogens lequine) permits rapid 
absorption from the gastrointestinal tract. 


AYERST, McKENNA & HARRISON Limited 


22 EAST 40TH STREET, NEW YORK 16, N. Y. 
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The problem of carry- 


ing penicillin in the ‘ 
emergency bag is at last 


solved by the con- 


venient, small box of Soltabs illustrated. PENICILLIN 'cSc) 


Soltabs are soluble tablets of 2Qcc. SIZE VIALS 
penicillin (50,000 units each), free of 


binder or excipient. They are sterile, dis- 


solve readily in water or saline solution, require no refrigeration. 


The Soltab package occupies but little space 
in the emergency bag. Soltabs serve advantageously to initiate 
parenteral penicillin therapy when the patient is first seen 
in the home. They may also be used to give penicillin 
parenterally prior to oral penicillin therapy. 


Available in boxes of five 2 cc. size serum- 
type vials, each vial containing 2 Soltabs or 100,000 
units Crystalline Penicillin G Potassium. 


CSC 


A DIVISION OF 


(OMMERCIAL SOLVENTS (ORPORATION 


17 E 42nd Street New York 17, N. Y. 
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A Continuing educational campaign 


.......1 behalf of the medical profession 


208 full-page advertisements have appeared to date. 
All stressing the importance of prompt and proper medical 
care. All urging the public to “See Your Doctor.” 


.......feaching 23 million people regularly 


Alert people. The readers of LIFE 
and other important national 
magazines. People of action and 
influence in every community. 


PARKE, DAVIS & CO. 


DETROIT 32, MICHIGAN 


Your D tor” 
” Some things you should know abou sulfa 
doctor 
gome things ¥° 
te” 
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Remembering multiple names is no longer 
a problem when it comes to ordering 
the male sex hormone for parenteral 
use. Merely specify the name under 
which it has been accepted for inclusion 
in N.N.R. 


Supplied in 1 cc. ampules, 5, 10 and 25 mg,., in 
boxes of 3, 6 and 50; also 10 cc. vials, 25 mg. 
per cc., and 6 cc. vials, 50 mg. per cc. 

For oral use, specify Methyl Testosterone 
‘Rare Chemicals”’, supplied in 10 mg. tablets, 
bottles of 30 and 100. 


Now auailable at greatly reduced prices 


ae RARE CHEMICALS, INC., Harrison, N. J. 
West Coast Distributors: GALEN COMPANY, Richmond, Calif 


Aah 
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ONE? 
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TESTOSTER ONE PROPIONATE “RARE C HEMICALS” | 
‘The Only Council Accepted Androgenic Preparation 
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The chemical synthesis of 


PURE ASCORBIC ACID 
has made possible the parenteral 


administration of this vitamin 
in adequate, accurate dosage. 


N the presence of gastrointestinal disturbances, impairment 

of absorption may precipitate vitamin C deficiency despite a 
presumably adequate intake of the vitamin. When there is per- 
sistent vomiting, diarrhea, or any other condition preventing 
the utilization of sufficient vitamin C, the parenteral adminis- 
tration of Ascorbic Acid Merck will be of value. 


Literature on Request 


ASCORBIC ACID MERCK 


for Prophylaxis and Treatment of Vitamin C Deficiency 
COUNCIL ACCEPTED 


MERCK & CO., Inc. Manufacturing Chemists RAHWAY, N. 1. 
In Canada: MERCK & CO., Ltd. + Montreal, Que. 


Crystalline Vitamin © os 
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PREOPERATIVE APPREHENSION 


butisol sodium 


BRAND OF BUTABARBITAL SODIUM 


Butisol Sodium produces “<a relatively 
mild and more continuous depression 
than can be obtained with the shorter- 
acting barbiturates, yet its action is 
less prolonged than with barbital or 
phenobarbital.’”! 

With proper regulation of dosage, 
there is no cumulative action and a 
minimum oflethargy and “‘hang-over.”’ 

Sedation is sustained for approxi- 


mately five to six hours—without 
sharp peaks of effect—thus providing 
a most useful sedative-hypnotic in a 
wide range of clinical indications. 


DOSAGE FORMS: Elixir Butisol Sodium, 
0.2 Gm. (3 gr.) per fl. oz.—in pints and 
gallons. Also Capsules, 0.1 Gm. (1% gr.); 
Tablets, 15 mg. (4 gr.) and 50 mg. (% gr.) 
—in bottles of 100, 500, 1000. Caution: 
Use only as directed. 


butisol 


sodium om request. 


Its bright, green color and 
refreshing flavor appeal to 
all; excellent prescription 
vehicle. Clinical samples 


1 J.A.M.A. 135:224 (Sept. 27) 1947. 


McNEIL 


COUNCIL OW 
PHARMATY 


CHEMISTRY 


LABORATORIES, INC., PHILADELPHIA 32, PA. 
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NUMOTIZINE 


‘as .a topical analgesic-decongestive treatm 
— inflammatory conditions, glandular swellings, a 


— 
Gy 
cataplasm: apply to affected parts about inch 
thick and cover with cloth or gauze. 
NUMOTIZINE, Inc., 9OO Franklin Street, Chicago 
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‘The demand for an aqueous pein 
vasoconstrictor combination for local thinological 
. use has been answered with PAR-PEN. 
PaR-PEN combines the potent antibaé of penicillin 
and the rapid, prolonged vasoconstefetion: of Paredrine 
Hydrobromide Agteous. The value and clinical applications 
of PAR-PEN will be immediately apparent to every physician. 


Smith. Kline & French Laboratories, Philadelphia’ 
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APPALACHIAN HALL 


ASHEVILLE, NORTH CAROLINA 


An institution for rest, convalescence, the diagnosis and treatment of nervous and mental disorders, 
alcohol and drug habituation. 

Appalachian Hall is located in Asheville, North Carolina. Asheville justly claims an unexcelled 
all year round climate for health and comfort. All natural curative agents are used, such as 
physiotherapy, occupational therapy, shock therapy, outdoor sports, horseback riding, etc. Five 
beautiful golf courses are available to patients. Ample facilities for classification of patients. Rooms 
single or en suite with every comfort and convenience. 


For rates and further information write Appalachian Hall, Asheville, N. C. 
Wm. Ray Griffin, M.D. M. A. Griffin, M.D. 


THE NEW YORK POLYCLINIC 
MEDICAL SCHOOL AND HOSPITAL 


(ORGANIZED 1881) 
(The Pioneer Post-Graduate Medical Institution in America) 


EYE, EAR, NOSE and THROAT 


A combined full-time course covering an academic 
year (9 ths). Ie of d at clinics, 

ing op i d of cases 
and cad d i ive eye, ear, nose 
and throat on the cadaver; head and neck dissection 


ANESTHESIA 


A three months full time course covering 


(cadaver); clinical and cadaver demonstrations in 
bronchoscopy, laryngeal surgery and surgery for 
facial palsy; refraction; roentgenology; pathology, 
bacteriology and embryology; physiology; neuro- 


aol, 


v3 ia; physical therapy; allergy; ex- 


of p ively and follow-up 
postoperatively in the wentls and clinics. Also re- 
fresher courses (3 months). 


general and regional anesthesia, with special 
demonstrations in the clinics and on the 
cadaver of caudal, spinal, field blocks, etc.; 
instruction in intravenous anesthesia, oxygen 
therapy, resuscitation, aspiration bronchos- 
copy. 


FOR INFORMATION ADDRESS 


MEDICAL EXECUTIVE OFFICER, 345 West 50th Street, NEW YORK 19, N.Y. 
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Dedicated to the Scientific Treatment of Nervous and Mental Disorders . . . 
In a Setting of Inviting Friendliness and Simple Grace. 


SM, BROOK HAVEN MANOR SANITARIUM 
in-Chief, Atlanta Office, 384 Peachtree St. STONE MOUNTAIN, GEORGIA 


| 


THE WALLACE SANITARIUM 
Memphis, Tennessee 


For the Diagnosis and Treatment of Nervous and Mental Diseases, 


Drug Addiction and Alcoholism. 


5 
i 
ONE OF AMERICA’S FINE INSTITUTIONS...... 
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ALLEN’S 
INVALID HOME 


Established 1890 
MILLEDGEVILLE, GEORGIA 


For the treatment of 


Nervous and Mental 
Diseases 


Grounds 600 Acres — Buildings, Brick 
Fireproof — Comfortable — Convenient 
Site High and Healthful 
BE. W. ALLEN, M. D. 
Department for Men 


H. D. ALLEN, M. D. 
Department for Women 


Terms Reasonable 


St. Elizabeth’s Hospital 
Richmond 20, Virginia 


STAFF 
Guy W. Horsley, M.D., General Surgery and Gyne- 


cology 
Leroy Smith, M.D., Plastic and General Surgery 
D. Coleman Booker, M.D., General Surgery and 

Gynecology 
Austin I. Dodson, M.D., Urolo 
Charles M. Nelson, MD., Urology 
Douglas G. Chapman, M_D., Internal Medicine 
Elmer S. Robertson, M.D., Internal Medicine 
M. Hodges, M.D., Roentgenology 

O. Snead, M.D., Roentgenology 
Frischkorn, Jr., M.D., Roentgenology 
Randal Boyer, M.D., Roentgenol 
Howell Shannon, DDS., 
Helen Lorraine, Medical Tilustration 

Visiting Staff 

P. Baker, Jr., M.D., Medicine 

. K. Dix, Internal Medicin: 
Marshall P. Gordon, Jr., M.D., Urol 
William H_ Higgins, MD., Internal ‘Medicine 
Harry J. Warthen, Jr., M.D., Surgery 


Administration 
N. E. PATE, Business Manager 
The operating rooms and all of the front bedrooms 


School of Nursing 
The Schoal of Nursing is affiliated with, The Johns 
Hopkins Hospital School of N for a three- 
months’ course each in Pediatrics Obstetrics. 


Address: Director of Nursing Education 


McGulIRE CLINIC 


ST. LUKE’S HOSPITAL 
Richmond, Virginia 


General Medicine 


James H. Smith, M.D. 
Hunter H. McGuire, M.D. 
Margaret Nolting, M.D. 
John P. Lynch, M.D. 

W. T. Thompson, M.D. 


Orthopedic Surgery 
Wm. Tate Graham, M.D. 
James T. Tucker, M.D. 
Beverley B. Clary, M.D. 


Urology 
Austin I. Dodson, M.D. 
Chas. M. Nelson, M.D. 


General Surgery 


Otolaryngology 


Dental Sargery 


Stuart McGuire, M.D. 

W. Lowndes Peple, M.D. 
Webster P. Barnes, M.D. 
John H. Reed, Jr., M.D. 
John Robert Massie, Jr., M.D. 


Thos. E. Hughes, M.D. 


John Bell Williams, D.D.S. 
Guy R. Harrison, D.D.S. 


Obstetrics 
H. C. Spalding, M.D. 
W. Hughes Evans, M.D. 
James M. Whitfield, M.D. 
William T. Moore, M.D. 


Ophthalmology 
Francis H. Lee, M.D. 


“Bronchoscopy 
George A "Welchons, M.D. 


tgenology 
J. Lloyd ‘Tabb, M.D. 


Pathology 
J. H. Scherer, M.D. 
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Saint Albans Sanatorium 
RADFORD, VIRGINIA 


A modern, ethical institution, fully equipped for the diagnosis, care and treatment of 
nervous and mental diseases and selected addiction cases. 2,000 feet elevation. Rates 
reasonable. Occupational and Hydrotherapy Departments. 


J. P. King, M.D. J. K. Morrow, M.D. D.D.Chiles,M.D. TT. E. Painter, M.D. 


THE CARROL TURNER SANATORIUM 


MEMPHIS, TENNESSEE, Route 6, Box 288 


For the Diagnosis and Treatment of Mental and Nervous Disorders 


Located on the Raleigh-La Grange Road, five miles east of the city limits. Accessible to U.S. 70 (the Bristol High- 
way). 53% acres of wooded land and rolling fields. Equipment new and modern, including the latest equipment for 
electro-shock, physical and hydrotherapy. Special emphasis is laid upon occupational and recreational therapy under 
the supervision of a trained therapist. An adequate nursing personnel gives individual attention to each patient. 
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THE season of throat affections is 
here. 


Thantis Lozenges have proved espe- 
cially effective in soothing and reliev- 
ing these conditions. The effective- 
ness of Thantis Lozenges is due to 
two active ingredients: 


Merodicein* an antiseptic which 
prevents the development of bacteria 
even in great dilution 


Saligeninj a mild local anesthetic 
which relieves the discomfort of». 
throat infections. ‘ 


Thantis Lozenges are antiseptic and 
anesthetic for the mucous membranes 
of the throat and mouth. Complete 
literature on request. 


Supplied in vials of twelve lozenges | 
each. er 
* Merodicein is the H. W. & D. trade name for monohy- } Ae ae 


Saligenin is orthohydroxybenzylalcohol, H. W. & D. 
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FURTHER OBSERVATIONS OF PRO- 
THROMBIN DETERMINATIONS AND 
VITAMIN K THERAPY IN ACUTE 
CORONARY OCCLUSIONS* 


By H. McGurre Dotegs, M.D. 
Norfolk, Virginia 


The presence of hypoprothrombinemia in 
patients during and after an attack of acute 
coronary occlusion has been reported.'!?3 Since 
this publication prothrombin studies have been 
carried out in detail upon sixty-four cases of 
acute coronary occlusion and upon six hundred 
and fifty-seven other patients. Among the con- 
trol group of patients, seventy-four per cent had 
hypertension, twenty-one per cent were suffer- 
ing from diseases not related to the cardio- 
vascular system, and five per cent were normal. 
An average of forty-nine prothrombins were 
made upon each patient with hypertension, nine- 
teen upon each in the non-cardiovascular group 
and twelve upon each of the normals. 


The ages of the patients who developed acute 
occlusion, varied from thirty-nine to seventy- 
eight years, an average age of fifty-three years. 
There were forty-four males and twenty females. 


*Received for publication October 2, 1947. 


*From the Medical Services of the Norfolk General and Leigh 
Memorial Hospitals. 


*The expenses of this investigation were defrayed by a grant 
from William B. Leeds of New York City 

*The author wishes to express his deep epguestetion for the able 
and cheerful assistance given by Dr. Lawrence Y. Motyca and 
Dr. A. Reynolds Crain, Pathologists to the Norfolk General Hos- 
pital and Leigh Memorial Hospital, and their staff of technicians 
and to Miss R. B. Nottingham, R.N., in my private laboratory. 


*Also, he wishes to express his antiid appreciation to Dr. 
Arnold Strauss, Pathologist to the De Paul Hospital, who fur- 
nished the pathologic sections of the coronary artery from which 
the microphotographs were made. 

*Vitamin K in the following forms was used in the treatment 
of these patients: Orally, “menadione,” 2-methyl-napthoquinone 
(Lilly). Intramuscularly and orally, ‘‘synkavite,” 2-methyl-1-4- 
napthohydroquinone (Roche). Intravenously, diphosphoric ester 
in tetra sodium salt (Roche), “hykinone,” methyl-1-4-napth- 
oquinone (Abbott). 


Forty-nine of these patients were not seen before 
the acute onset while fifteen had been under 
observation from ten days to five years when the 
first insult occurred. Five patients, three males 
and two females, had recurrent attacks over 
periods from eight months to five years. One 
male succumbed during the second attack (Chart 
1). 

Evaluation of Prothrombin Levels——Experi- 
ence during the past seven years points to 70 
per cent of normal as a critical level of hem- 
orrhage from hypoprothrombinemia. However, 
coronary occlusion was not always the type of 
vascular insult that occurred. Hemorrhage from 
the genito-urinary tract, and hemorrhage of 
nasal, conjunctival, eye ground and subarachnoid 
origin have been found associated with hypo- 
prothrombinemia. It is also well to point out that 
prothrombins as low as 60 per cent of normal 
have been observed without evidence of hem- 
orrhage. It is true that these two patients were 
given sufficient vitamin K to raise the pro- 
thrombin above eighty per cent within twelve 
hours. Whether this was a factor in prevention 
of some form of vascular lesion cannot be stated. 


The constancy of hypoprothrombinemia in 
patients before, during and following attacks 
of acute coronary occlusions was the basis for 
the rational of vitamin K therapy in these 
patients. 


The presence of hemorrhage within the vessel 
wall, with thrombus formation at the site of the 
hemorrhage, is shown in the microphotographs of 
a patient who died with an acute coronary oc- 
clusion. Since it is definitely established that 
hemorrhage does occur within the wall of the 
coronary artery in the presence of acute oc- 
clusion,* the pertinent question would be what 
factor, or factors, are the underlying cause of 
this type of hemorrhage. The acute coronary 
occlusions reported in this group of patients were 
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all associated with hypoprothrombinemia of 
varying degrees. It, therefore, seems logical to 
assume that hypoprothrombinemia resulting from 
vitamin K deficiency could be the underlying 
cause of this form of hemorrhagic diathesis. 
Another factor that appears to lend weight to 
this hypothesis is that no patient who developed 
an insult maintained a normal prothrombin. 


Treatment of acute occlusion consisted of 
complete bed rest, oxygen tent twelve to fifteen 
liters per minute, opiates for pain and sufficient 
vitamin K to control the hypoprothrombinemia. 
In the early years of this work, the oral admin- 
istration of vitamin K was used almost exclu- 
sively. The doses varied from 12 to 20 mg. every 
twenty-four hours. During the past five years, 
the intramuscular and intravenous route has 
entirely supplanted the oral method. The amount 
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of vitamin K usually given is from 50 to 72 mg. 
every six to eight hours until the prothrombin 
reaches 100 per cent of normal. 

Satisfactory results from vitamin K therapy 
are followed by relief of the acute pain within 
thirty minutes to three hours following the first 
dose, although at times the patient may complain 
of some mild discomfort in the chest for twenty- 
four hours. The blood pressure, as a rule, reaches 
its original level by the second day, though at 
times as many as five days are required for it to 
do so, and the blood pressure maintains its 
normal level unless there is a recurrence of 
hypoprothrombinemia. If so, there is a recur- 
rence of pain indicating that the patient is head- 
ing for another occlusion. However, this has 
never occurred in patients in whom the pro- 
thrombin time was maintained at normal level 
(Chart 1). In recent years the use of digitalis 


Chart 1 


Average prothrombin time in 657 patients. (1) normal subjects, (2) patients whose illness was not related to cardiovascular 
system, (3) patients with hypertension, (4) patients 1 day to 5 years before occlusion, (5) 2 to 24 hours after occlusion, 


(6) 6 months to S years after recovering from occlusion, (7) patients who developed 


second occlusion, (8, 9, 10, 11) 2 to 


24 hours after second occlusion, (12) sixth day following occlusion of patient who died on seventh day, (13) patients who 


recovered from second occlusion in 1 to 5 years. 
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and quinidine has been discarded. Since throm- 
bus or occlusion in the coronary artery produces 
ischemia or infarction of the myocardium which 
may result in conjestive failure, it appears that 
if this type of failure were approached by con- 
trolling the pathology within the coronary artery 
where a definite pathological entity may be 
demonstrated, a more satisfactory result could 
be expected than by an attack directed at an 
already damaged myocardium by the use of 
these drugs. The patients in whom failure oc- 
curred were those in whom the hypoprothrom- 
binemia was not controlled. However, if the 
patients in whom failure occurred were given 
sufficient vitamin K to control the hypopro- 
thrombinemia, the signs and symptoms disap- 
peared within twenty-four hours and a normal 
recovery followed. 


The following case histories will bring out 
this point. 


Case 1—A white woman, forty-one years of age, was 
admitted to the hospital with an acute coronary oc- 
clusion with infarction, apical type. The prothrombin 
on admission was 55 per cent of normal. She received 
intramuscularly 250 mg. of vitamin K every twenty-four 
hours. On the third day her prothrombin was 80 per 
cent, the blood pressure was normal and she was symp- 
tom-free. Her recovery was satisfactory during the 
following three weeks on a maintenance dose of 100 
mg. of vitamin K daily. The prothrombin time aver- 
aged 78 per cent of normal. On the twenty-fifth day 
she again complained of substernal pain, the temper- 
ature was 103° F., the leukocyte count was twelve 
thousand five hundred and the prothrombin was 50 per 
cent of normal. Respiration was rapid and difficult, 
and there was moisture throughout both lungs, upon 
physical examination. The blood pressure fell from 
140/90 to 80/60. She was returned to the oxygen tent 
and given 60 mg. of vitamin K intramuscularly every 
four hours and one dose of 72 mg. intravenously. 
Twenty-four hours later the patient was comfortable, 
the blood pressure was 136/96, the lungs were clear 
and the prothrombin was 90 per cent of normal. Vitamin 
K was continued until the prothrombin reached 120 
per cent of normal. Her recovery was uneventful. This 
patient requires 60 mg. of vitamin K daily to maintain 
a prothrombin of 100 per cent. Electrocardiograms 
twelve months following the second occlusion have been 
normal. 


Case 2—A white man, age fifty-one, was admitted in 
an attack of acute occlusion that also proved to be of an 
apical type. The prothrombin on admission was 60 per 
cent of normal. The blood pressure was 190/100 and 
the following morning was 150/90. He complained of 
severe substernal pain which was not relieved to any 
degree by opiates. On the fourth day he was given 60 
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mg. of vitamin K intramuscularly. The patient spent 
a comfortable night and the blood pressure was 158/86. 
Twenty-four hours later the patient again complained 
of severe substernal pain and this was accompanied by 
a fall of blood pressure to 130/76. There was a loud 
friction rub in the fourth left interspace. There was 
a marked amount of moisture throughout both lungs. 
The oxygen was increased to fifteen liters per minute, 
1% grains of digitalis were given every four hours and 
aminophyllin every four hours. The pain became more 
intense, and the pulmonary findings more pronounced. 
There was a continual fall in blood pressure and on the 
sixth day the prothrombin was 28 per cent of normal. 
The patient died the following morning. 


Should sedation be necessary, bromides and 
chlorals are the drugs of choice. Barbiturates are 
not permitted because they are known to pro- 
duce hypoprothrombinemia. Since this has also 
been proven true of salycylates and mineral oil 
they too have been avoided. Bed rest is con- 
tinued for six weeks. On the third day of the 
illness if the patient is symptom-free a general 
diet is permitted. Thiamin chloride in 100 mg. 
doses intramuscularly is given daily throughout 
the hospital stay. On the seventh week the pa- 
tient is permitted to be up in the room and by 
the end of the eighth week to return to work. 

Two to eighteen hours after admission an 
electrocardiogram is made, and repeated every 
forty-eight hours until the diagnosis is estab- 
lished. Records are then made at ten-day in- 
tervals during the period of hospitalization, one 
month after discharge, every three months dur- 
ing the following year and semi-annually there- 
after. 


Method of Prothrombin Studies—The pro- 
thrombin time was determined by the same 
method as previously reported.* 5 The first de- 
termination is made within an hour after the 
patient is admitted; the second six hours later, 
then twice daily during the following three 
weeks. After the third week the prothrombin is 
usually determined once daily unless there is 
evidence of a beginning hypoprothrombinemia; 
then estimations are made twice daily until the 
patient is out of danger. After he leaves the 
hospital determinations are made weekly during 
the following two months and twice monthly 
thereafter. The patient is instructed to report 
at once any evidence of pain, undue fatigue or 
weakness. Although the point to be reached 
in treatment is a prothrombin time of 100 per 
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cent of normal, once it is above 75 per cent and 
maintained there, the danger of further throm- 
bosis or occlusion is remote. On many occasions 
levels of 120 per cent have occurred. This should 
not be a cause for alarm since the best results 
obtained were in the patient in whom the pro- 
thrombin reached this point. However, if vita- 
min K is discontinued it will usually fall to 100 
per cent or less within twenty-four hours. The 
amount of vitamin K necessary to maintain the 
prothrombin time at 100 per cent can then be 
quickly established. 


In a number of instances, prothrombins of 100 
per cent of normal have been encountered on 
admission although the patient was in a well 
advanced attack of occlusion. When the de- 
termination was repeated six to eight hours later, 
it was found to be from 30 to 50 per cent below 
the first reading. However, in every instance 
in which these findings were encountered, pro- 
thrombin studies had been made from twelve 
to thirty-six hours previous to the onset of the 
occlusion, and in each patient it ranged from 70 
to 72 per cent of normal. This sudden rise in 
the prothrombin following or during an acute 
attack of coronary occlusion is in all probability 
an effort on the part of nature to meet the in- 
sult. Once the reserve necessary to prevent 
hypoprothrombinemia has become exhausted, the 
condition develops more rapidly unless sufficient 
vitamin K is given to fulfill the patient’s re- 
quirements. Shapiro® has also reported a tem- 
porary rise in the prothrombin time following 
thrombus formation. In view of these observa- 
tions it has been the policy to give 60 to 100 
mg. of vitamin K intramuscularly, routinely on 
admission. This amount of vitamin K did not 
prevent a fall in the prothrombin from 30 to 50 
per cent during the following twelve hours 
(Chart 2). 

If the mortality rate is broken down into three 
groups, in all probability a more comprehensive 
evaluation of this method of treatment may be 
reached. First are those patients who died within 
a few minutes to eight hours following admission. 
This group consisted of six patients, and since 
they were in extremis it offered little other than 
the blood studies. Not any of these patients 
was given vitamin K. Group two is composed 
of three patients, two men and one woman, who 
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died from three days to twelve weeks following 
the onset of the occlusion. Two of these patients 
did not receive sufficient vitamin K to maintain 
a prothrombin of 70 per cent. The third patient’s 
hypoprothrombinemia was controlled, the blood 
pressure was normal, and he was discharged from 
the hospital after six weeks. However, further 
prothrombin determinations were not made after 
he returned home; likewise, his vitamin K was 
discontinued. He was admitted eighty-four days 
later with a second occlusion. The prothrombin 
was 50 per cent of normal and he died one hour 
later (Chart 3). These three cases must be class- 
ified as inadequately treated. Group three was 
composed of two patients. One was given suf- 
ficient vitamin K to raise the prothrombin to 
one hundred per cent and maintain it, and he 
was symptom-free. The blood pressure failed 
to show any rise from its original fall. This pa- 
tient died on the eighth day suddenly. The 
second patient in this group, a man, showed only 
a moderate response in his prothrombin time to 
an average of 250 mg. of vitamin K every 
twenty-four hours. Neither was there any change 
in the blood pressure. He also died on the 
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Temporary rise in prothrombin time which occurred in eight 
patients following an acute occlusion. 
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twelfth day. These two patients are of particular 
interest. The first case demonstrates very clearly 
that although the hypoprothrombinemia may be 
controlled, there is every evidence that the myo- 
cardium has received an irreparable damage at 
the time of the insult. The fact that the blood 
pressure failed to show any rise from its original 
fall at the time of the occlusion, and electro- 
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cardiograms showed extensive myocardial dam- 
age resulting from an apical infarct that became 
more pronounced on each subsequent tracing, 
apparently lends emphasis to these conclusions. 
In the second case in this group it was im- 
possible to control the hypoprothrombinemia, 
nor was there evidence of any improvement of 
cardiac function. 
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Average prothrombin time and bloed pressure level of three patients inadequately treated with vitamin K who died. 
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Mortality Rate —Total number of cases is 64. 
There were 11 deaths, mortality rate of 17.2 per 
cent. The total number of untreated patients 
who died was 6, or 9.4 per cent of the cases. The 
number of inadequately treated patients who 
died was 3, which is 4.7 per cent of the total. 
Two patients apparently had sufficient vitamin 
K therapy but died. However, the percentage 
of this latter group should be determined from 
the 55 adequately treated patients. This gives 
a mortality rate among the treated patients of 
3.6 per cent. 


DISCUSSION 


The fact that the pain of acute coronary 
occlusion was controlled in practically every 
instance following the administration of vitamin 
K and remained absent as long as the pro- 
thrombin was above seventy per cent of normal 
emphasizes further the concept of the relation 
of pain to hemorrhage within the wall of the 
coronary artery. Of equal interest was the re- 
currence of pain when there was a return of 
hypoprothrombinemia. The average patient’s 
pain in this series was controlled by vitamin K 
when little effect was observed from morphine. 
Patients who were given vitamin K on admission 
rarely required more than one dose of morphine 
or its allied drugs since the pain was usually 
relieved in less than four hours. 


The pertinent question then would be what is 
the mechanism of the severe agonizing pain of 
this disease. Since the pain can be controlled by 
vitamin K, which in turn controls hypopro- 
thrombinemia, this indicates that hemorrhage 
within the wall of the coronary artery could 
be the underlying factor. It, therefore, suggests 
that the pain of this malady is similar to the 
severe pain associated with dissecting aneurism 
of the aorta. 

Should the patient weather the first insult 
the danger of a second occlusion always has to 
be thought of. In fact, it is highly probable that 
one of the common causes of death is the second 
occlusion occurring in another portion of the 
affected artery or branch of a different artery 
entirely. If vitamin K is a factor in controlling 
the first occlusion it should be of equal value 
in prevention of the second. This point is 
brought out in Case 1. 
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The relation of gallbladder disease to coronary 
disease has been pointed out by other investi- 
gators. The frequency of hypoprothrombinemia 
in the former is well known. The fact that the 
two are frequently associated, suggests that the 
hypoprothrombinemia that results from gall- 
bladder pathology could manifest itself as a 
factor in the pathology of acute coronary oc- 
clusion. The recent report of De Lor and Means’ 
in which the plasma prothrombin of a hundred 
cases was investigated is of particular interest. 
They showed in this series that in six cases of 
chronic cholecystitis without stones, plasma pro- 
thrombin averaged 55 per cent of normal. In 
one hemolytic jaundice it was 38 per cent, in a 
diabetic it was 44 per cent and in four cases of 
coronary heart disease it was 55 per cent. These 
four groups of patients show the lowest pro- 
thrombin level of the entire series. The fre- 
quency of hemorrhage in the patients composing 
the first two groups and the tendency to vascular 
diseases in the diabetic is well known. The 
four coronary cases were reported improved with 
prothrombins of 91 per cent after treatment 
with “sorparin.” Its action is not unlike that of 
vitamin K. 


The rise in pressure following vitamin K 
therapy in acute coronary occlusion suggests 
that control of the hemorrhage within the artery 
wall results in a smaller thrombus formation 
and in turn less infarction indicates that the 
amount of myocardial damage is small. The 
reverse of this is true as observed in one pa- 
tient, a man, who died (Chart 4). Although the 
hypoprothrombinemia was controlled, the blood 
pressure never increased over its original fall, in- 
dicating that the myocardium had been irre- 
parably damaged at the time of the insult. It 
would therefore be logical to assume that con- 
trol of the hypoprothrombinemia could have 
little effect here other than prevention of a 
further occlusion, since in no way will it become 
a factor in repair of an infarct once it has 
formed. 


‘ 


The temperature and leukocyte count return 
to normal usually within seventy-two hours 
following their original rise. Convalescence of 
this entire group of patients has been striking 
in that after the third day none of them can be 
classified as sick. Most of them spend their 
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time reading or sleeping or with visitors, who 
are permitted within reason. 

If one compares the mortality rate in the 
series of thirteen cases previously reported which 
was 38.5 per cent, in which the dose of vitamin 
K did not exceed 30 mg. in twenty-four hours, 
to the much larger doses used in this group in 
which the mortality rate is 3.6 per cent, these 
results would appear to be particularly gratifying. 

However, one should be very careful in draw- 
ing conclusions from these statistics since it is 
well known that many cases of acute coronary 
occlusion will recover upon bed rest alone. In 
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fact, recoveries are known to occur when the pa- 
tients have attributed their pain to other causes 
and received neither rest nor treatment, yet, 
when death occurred from other causes autopsies 
revealed areas of old infarction. It is true that in 
most instances small branches of the coronary 
artery were involved in these patients. The 
author deeply appreciates the value of autopsies 
and realizes that little is offered here in the way 
of this material since all of these patients were 
on the private pavillion where autopsies are dif- 
ficult to obtain. In those patients who re- 
covered, data is entirely dependent upon the 
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Chart 4 
Average prothrombin time and blood pressure in 53 patients who recovered from acute occlusion; also, 2 patients who died 


although they appeared to be adequately treated with vitamin K 
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Fig. 1 


Hemorrhagic area within the wall of the left coronary 
artery. 


electrocardiograms, x-rays, laboratory and physi- 
cal findings. It is from this material that con- 
clusions have to be drawn. 

Of the 53 patients who have recovered, 52 
have been able to pursue their original occupa- 
tions. A man, a truck driver whose work en- 
tailed handling heavy material, has found it 
necessary to give up his position for one of 
lighter duties of a clerk. Not any of these 
patients complains of pain or shows any evi- 
dence of decompensation. The blood pressures 
have maintained the same level as before the 
attack. The prothrombin times average 98 per 
cent of normal. 

Correlation of the laboratory and clinical find- 
ings in the patients who developed acute oc- 
clusion indicates that the level of the pro- 
thrombin was an important factor not only in 
identifying the patients who were subject to some 
form of vascular insult, but it was also of im- 
portance in establishing an early diagnosis in 
cases that developed acute occlusion. It further 
emphasizes that there is no established dose of 
vitamin K in treatment of this disease. Since 
the toxicity is extremely low (lethal dose 175 mg. 
per kilogram in rats*), the practice here has been 
to give it in sufficient amounts to control the 
hypoprothrombinemia. The earlier this is ac- 
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Fig. 2 
Thrombus formation in the lumen of the same artery at 
the site of the hemorrhage within the wall. 


complished the more satisfactory the results. 
Although blood studies have been routinely car- 
ried out on every patient, in not a single instance 
have any unsatisfactory changes in the hema- 
tology or blood chemistry been observed that 
could be attributed to vitamin K. 


CONCLUSIONS 


This investigation indicates that the severity 
of acute coronary occlusion can be controlled if 
a sufficient amount of vitamin K is given to 
maintain a normal prothrombin time. If this is 
true it also suggests that if routine prothrombin 
determinations are carried out upon all patients, 
the detection of an early hypoprothrombinemia 
and the prompt use of vitamin K should be 
factors in reducing the incidence of acute 
coronary occlusion. 
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THE ROLE OF AUTOAGGLUTININS 
IN HEMOLYTIC ANEMIAS* 


By F. Renner, M.D.* 
and 
J. R. McSuane, M.D.* 
Baltimore, Maryland 


Autoagglutinins may be simply defined as anti- 
bodies present in the serum of an individual 
which cause true clumping of that individual’s 
red blood cells. Characteristically, these anti- 
bodies cause clumping not only of the individual’s 
red blood cells but of all human red blood cells, 
irrespective of blood type, and therefore are 
known as panagglutinins. Characteristically, the 
action of these antibodies is accelerated by the 
cold and retarded by the heat and the antibodies 
are therefore known as cold agglutinins. In low 
titer and at 0° Centigrade, autoagglutinins are 
present in a high percentage of human sera.?6 33 27 
In higher titer and with a greater degree of 
thermal amplitude, autoagglutinins have been re- 
ported in a wide variety of diseases, but with 
any degree of frequency in only three diseases, 
trypanosomiasis, atypical pneumonia, and certain 
hemolytic anemias.?¢ 25 


The role of autoagglutinins in the pathogenesis 
of hemolytic anemias of unknown etiology has 
not been clearly established. In recent years the 
subject has been under considerable debate. In 


*Read in General Clinical Session, Baltimore Day, Southern 
Medical Association, Forty-First Annual Meeting, Baltimore, 
Maryland, November 24-26, 1947. 

*From the Union Memorial Hospital, Baltimore, Maryland. 

tResident in Medicine. 

tResident in Pathology. 
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1943 Stats and Wasserman’® after an exhaustive 
review of the literature, both English and 
foreign, concluded that “the accumulated evi- 
dence favors the view that the cold hemagglutin- 
ation in these cases of hemolytic anemia is not 
the cause but may be the result of the anemia.” 
These authors refer to autoagglutination as a 
“laboratory curiosity.” It is the purpose of this 
paper to present the available evidence in the 
literature in support of the hypothesis that auto- 
agglutinins do play a causative role in the patho- 
genesis of certain hemolytic anemias and to add 
to the literature a striking case observed by us 
which supports the hypothesis. 


That a pure agglutinin can cause hemolytic 
anemia has been definitely shown by experi- 
mental work done on animals with Concanavalin 
A. Concanavalin A is a substance extracted from 
the jackbean which, in the test tube, causes 
strong agglutination of red blood cells without 
hemolysis. It therefore may be considered a pure 
agglutinin. Ham and Castle!’ demonstrated that 
when this material was injected into the blood 
stream of animals, hemolysis and hemoglobinuria 
resulted. This work was confirmed by Dama- 
shek and Miller® who, using the same material, 
produced an acute hemolytic anemia with sphero- 
cytosis and increased fragility. They found that 
when the Concanavalin A was injected intraperi- 
toneally the animals died without developing an 
anemia. The authors concluded that a pure 
agglutinin can produce a hemolytic anemia by 
causing intravascular agglutination. 

In hemolytic transfusions reactions due to in- 
compatible blood, it is the iso-agglutinins of the 
patient which cause hemolysis of the donor’s 
cells. In the test tube agglutination takes place 
with little or no hemolysis. In the human subject 
given incompatible blood, rapid hemolysis of the 
donor’s cells occurs. 

That autoagglutinins may sometimes be re- 
sponsible for hemolytic transfusion reactions is 
suggested by a case of Damashek and Schwartz’ 
in which the presence of a potent auto- or pan- 
agglutinin was associated with a severe trans- 
fusion reaction. Wiener gives his opinion that 


rarely strong autoagglutinins may cause a trans- 
fusion reaction.*! 


That it is possible for a pure agglutinin to 
cause a hemolytic anemia has then been def- 


. 

3 

5 

6 

a 

43 


974 


initely proved. It remains only to be shown that 
this phenomenon occurs clinically in response to 
autoagglutinins present in the patient’s serum. 


Widal and his collaborators of the French 
school indicate in their papers published during 
the period 1908-1914 that they considered the 
presence of autoagglutinins a constant phe- 
nomenon in acquired hemolytic anemia, both in 
the acute and chronic relapsing cases. They went 
so far as to stress the diagnostic importance of 
this phenomenon in distinguishing acquired from 
congenital hemolytic anemia. The observations 
of Widal were confirmed by other workers of the 
same period, then were forgotten until recent 
years when the subject has again aroused in- 
terest. In 1943 Stats and Wasserman?® made a 
thorough review of the literature, both English 
and foreign, on the subject of autoagglutination 
associated with disease and were able to collect 
97 published papers. It is of interest that of 
these 97 papers, 37 or 38 per cent dealt with 
autoagglutination in association with hemolytic 
phenomena, that is, either hemolytic anemia or 
hemoglobinuria. We may view the statistics from 
another point of view. There are on record in 
the literature some 115 cases of acute hemo- 
lytic anemia of unknown etiology. In 18 of these 
cases or 16 per cent of the total, autoagglutinins 
have been reported as present. When one cor- 
siders that autoagglutinins are not routinely 
looked for, that on the contrary they are gen- 
erally found only when they force themselves 
upon the observer by interfering with blood 
counting or cross-matching; when one considers 
that reports of acute hemolytic anemia and of 
autoagglutination are both rare; when one con- 
siders further that the term “acute hemolytic 
anemia of unknown etiology” may well include 
a number of different disease entities; then the 
association of acute hemolytic anemia and auto- 
agglutination in 16 per cent of cases must be 
considered significant. In one of the few routine 
studies of human sera for autoagglutinins ever 
performed, Finland and his associates'* at Boston 
City Hospital examined the sera of 1,069 pa- 
tients. One hundred of these had no disease 
and in none of these was an autoagglutinin pres- 
ent in significant titer, that is 1 to 40 or greater. 
In 68.5 per cent of the cases of primary atypical 
pneumonia, autoagglutinins were present in sig- 
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nificant titer. In eleven of these 200 cases, hemo- 
lytic anemia occurred. Out of 7 cases of hemo- 
lytic anemia not associated with pneumonia, 
autoagglutinins in a titer of 1:80 or greater oc- 
curred in 4 cases or 57 per cent. In two of the 
remaining 3 cases, autoagglutinins were present 
in lower titer. Of 851 cases with various dis- 
eases, only 1.2 per cent had autoagglutinins 
present in significant titer. These figures seem 
to indicate that there is a definite relationship 
between hemolytic anemia and the occurrence of 
autoagglutinins. 


As has been mentioned, in atypical pneumonia, 
autoagglutination, sometimes in extremely high 
titer, is a common finding. It is therefore of 
great interest that in at least 18 cases of atypical 
pneumonia, acute hemolytic anemia has been re- 
ported. In the case reported by Horstman and 
Tatlock?s the anemia was so severe as to cause 
the patient’s death despite emergency splen- 
ectomy. In the case observed by Stats,?° at the 
height of the disease, hemoglobinemia could be 
produced in the patient by simply immersing 
one extremity in cold water. With subsidence 
of the disease, the anemia disappeared, the auto- 
agglutinin titer fell, and hemolytic phenomena 
could no longer be demonstrated. The case of 
Platt and Ward** is of particular interest be- 
cause not only was hemolytic anemia present 
but also multiple venous thromboses in various 
parts of the body, strongly suggesting that in- 
travascular agglutination in vivo was occurring. 


One of the chief objections to attaching sig- 
nificance to the autoagglutinins in hemolytic 
anemia has been that in the great majority of 
cases they are not active at body temperature 
in vitro. We have been able to find in the lit- 
erature 8 cases of acquired hemolytic anemia 
associated with autoagglutinins active at body 
temperature.!5 17 18 25 26 3034" Jn these cases at 
least it is difficult to escape the conclusion that 
the agglutinins were responsible for red blood cell 
destruction. In the case of Ham and Castle the 
autoagglutination at body temperature was of 
extreme degree. In Young’s case it was demon- 
strated that the blood from 30 donors was 

*Since this article was written, a ninth case has come to our 


attention, that of Lubinski and Goldbloom, which terminated 
fatally. Lubinski, H.; and Goldbloom, A.: Acute Hemolytic 


Anemia Associated With Autoagglutination with Thermal Ampli- 
tude of 0 to 37° C. 


Am. Jour. Dis. Child., 72:325-333, 1946. 
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rapidly destroyed in the patient. In Young’s case 
there were also multiple venous thromboses in 
the superficial leg veins, suggesting that intra- 
vascular agglutination was occurring. Wiener, 
Young, Reisner, and Evans in reporting their 
cases concluded that the autoagglutinins played 
a causative role in red cell destruction. 


To the above 8 cases we are adding a ninth 
case of hemolytic anemia associated with auto- 
agglutinins active at body temperature en- 
countered by us during the past year. Our in- 
terest in the case was aroused in the routine 
cross-matching of the patient’s blood. The pa- 
tient had been typed as an AB. Repeated at- 
tempts to obtain a compatible cross-match were 
unsuccessful. It was then noted that the pa- 
tient’s saline cell suspension contained gross 
clumps, also that the tube of clotted blood con- 
tained clumps in the serum. A new sample of 
blood was drawn from the patient and the same 
phenomenon encountered. The tubes of cell sus- 
pension and clotted blood were then placed in a 
water-bath at 37° Centigrade and above in an 
attempt to reverse the reaction. No reversal oc- 
curred. An attempt was made to free the cells 
from the agglutinins by repeated washings with 
saline, but this was unsuccessful. A tube of saline 
at above 37° Centigrade was then taken in a 
water-bath to the patient’s bedside and a new 
cell suspension made. The warm cell suspension 
was then centrifuged for 30 seconds in the hope 
that the activity of the agglutinins would be in- 
hibited by the heat and that in this way the 
red cells might be freed from the agglutinins. At 
the end of 30 seconds large clumps were pres- 
ent. In an attempt to demonstrate hemolysins, 
the saline cell suspension was kept in the re- 
frigerator overnight, then placed in an incubator 
at 37° Centigrade for 2 hours. No hemolysis 
occurred. Finally the patient’s serum was set 
up in titer with type “O” cells in the manner 
routinely used in the Paul-Bunnell test. One 
set of dilutions was kept at room temperature. 
Another was put in the refrigerator. At the end 
of 5 hours, macroscopic clumping was present 
out to a dilution of 1/2560 at room temperature 
and out to a dilution of 1/1280 at refrigerator 
temperature (6 to 8° Centigrade). Thus agglu- 
tination was distinctly more pronounced at room 
temperature than at refrigerator temperature. 
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CASE REPORT 


The patient was a 71-year-old unmarried white 
woman who was born and lived in Baltimore. The 
family history was non-contributory. There was no 
familial history of jaundice or anemia. Past history was 
also unimportant except for an attack of right upper 
quadrant pain in 1937 at the age of 61, diagnosed as 
acute cholecystitis. There was no history of exposure 
to hemolytic agents. 


The patient was first admitted to Union Memorial 
Hospital in April, 1946, because of a fracture of the 
neck of the right femur, sustained in a fall. She had no 
complaints other than those referable to her fracture. A 
MacMurray osteotomy was performed. The patient 
received one transfusion preoperatively. Physical ex- 
amination upon admission revealed a spleen enlarged to 
two-fingers’ breadth below the costal margin. Physical 
examination was otherwise essentially normal. Examina- 
tion of blood revealed a low grade anemia with a hem- 
atocrit of 35 per cent, red blood cell count of 4,200,000 
and hemoglobin of 74 per cent. Red blood cells appeared 
essentially normal on smear. White blood count was 
4,000 with a normal differential count. Urinalysis was 
normal. Platelet count was 118,000. A fragility test was 
normal, as were bleeding and clotting times, prothrombin 
time, and plasma proteins. Icteric index was elevated, 


Photomicrograph showing organizing thrombus in the 
spleen. Note that the sinusoids are engorged with poorly 
preserved masses of agglutinated red blood cells. Compare 
with Fig. 2. 
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being 12 units by the acetone method. The patient was 
hospitalized four months. 

Following discharge, the patient got along well for 
five months when she noted rapid onset of weakness, 
anorexia, and dyspnea followed by a painless jaundice. 

She was readmitted to Union Memorial Hospital on 
February 24, 1947, four weeks after the onset of symp- 
toms. Physical examination revealed a seriously ill 
woman with markedly icteric skin and mucous mem- 
branes. Temperature was 102.° Spleen was enlarged to 
the level of the iliac crest. Liver was felt two-fingers’ 
breadth below the costal margin. Physical examination 
was otherwise essentially negative. The red blood count 
was 1,700,000 with a hemoglobin of 4.3 grams, white 
blood count of 14,300 and a normal differential smear. 
Hematocrit was 13.5. Urinalysis showed a trace of 
albumin. Bleeding and clotting times were normal as 
were the plasma proteins and the albumin-globulin ratio. 
Nonprotein nitrogen was 46 mg. per cent. 

The patient ran a rapidly downhill course and died 62 
hours after admission. She received no transfusions. 


At autopsy the most striking findings were in 
the spleen. This organ was enormous, weighing 
1,325 grams, only 325 grams less than the liver. 
In sections of the spleen the sinusoids were ex- 
tremely dilated and engorged with red blood 


Fig. 2 
Photomicrograph showing the usual findings in the vessels, 
with distinct and separate blood elements. (Section from 
oe panes of the same case.) Compare this with 
ig. 
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cells. These cells were closely packed together, 
poorly preserved, and in various stages of dis- 
integration. There was much free blood pigment 
present. The capillaries and small blood vessels 
were tightly packed with red blood cells and 
some contained ante mortem thrombi. The 
microscopic picture of the spleen left little room 
for doubt that enormous quantities of red blood 
cells were being rapidly destroyed in this organ 
in vivo. Although there was no generalized 


lymphadenopathy, a few large mediastinal lymph 
nodes were noted. Sections of these presented a 
picture very similar to that seen in the spleen 
with sinusoids dilated and packed with red blood 
cells undergoing disintegration. Sections of the 
bone marrow showed extreme hyperplasia pri- 
marily of the erythroblastic elements. 


AUTOPSY REPORT 


Gross Description—The body is that of a well-de- 
veloped, moderately obese, white woman. The skin is 
mildly but definitely jaundiced. The sclerae are def- 
initely icteric. No petechiae or purpuric spots are pres- 
ent. There is no lymphadenopathy and no edema. 

The body is opened in the usual manner. There are 
300 c. c. of straw colored fluid in the left pleural cavity, 
and 5 c. c. in the right pleural cavity. Both lungs are 
bound down by firm adhesions to the anterior and 
posterior chest walls, and to the diaphragm. The ad- 
hesions are more dense on the right. The liver extends 
down to within approximately 3 cm. of the umbilicus. 
The liver edge is sharp. The spleen descends to ap- 
proximately 2 cm. below the umbilicus. There is no free 
peritoneal fluid. Otherwise the organs lie in their normal 
relationships. 


Heart.—The pericardial sac contains approximately 15 
c. c. of straw colored fluid. The heart is not enlarged, 
weighing 340 grams. The coronaries are moderately 
thickened. Calcium is present in the coronary walls. The 
epicardium is heavily coated with fat. There are no 
areas of softening or necrosis in the myocardium. Valves 
are essentially normal. The descending aorta shows 
marked atheromatous changes. 


The right lung weighs 560 grams; left, 540 grams. 
Both lungs are air-containing throughout. The paren- 
chyma is very moist. The parenchyma except at the 
bases is a gray color. At the bases it is red. 


The gastro-intestinal tract is grossly normal. 


The liver weighs 1,650 grams. The liver parenchyma 
is a little lighter than usual in color, otherwise it appears 
normal. The gal!bladder contains one large and many 
small pigmented stones. The liver edge is sharp. Gall- 
bladder and bile ducts are patent. 


The spleen weighs 1,325 grams. The spleen is greatly 
enlarged. The surface is dark bluish red in color. On 
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section the pulp is a bright red, soft and bulges. Lymph 
follicles can easily be seen. 

Pancreas and adrenals are grossly normal. 

The kidneys weigh 150 grams each. The capsules strip 
with ease. The surface is slightly granular. The cortex 
is of good width. Ureters and bladder are patent. The 
kidneys are pale. 

Uterus, tubes, and ovaries are grossly normal. 


MICROSCOPIC DESCRIPTION 


Liver sections, except for moderate pigmentation of 
the Kupfer cells, are essentially negative. 

The germinal follicles of the spleen are hypoplastic. 
The reticulum is patchy and has a loose, open frame- 
work, widely separated by extravasated red cells. The 
predominating cell of the reticulum is one with a large 
pale nucleus with several nucleoli, occupying most of the 
cell. These cells are large and have marked phagocytic 
properties, as evidenced by their large pigment content. 
There is a conspicuous absence of polymorphonuclears 
but there are a few small lymphocytes. The most 
marked abnormality is the distention of the sinusoids 
with red cells. This distention is so great that the walls 
of the sinusoids are torn in places. The red cells are 
not intact but are swollen, pale staining and the cell 
outlines are indistinct. The individual cells are fused 
into a mass filling the sinusoid. In the mass of cells 
there are particles of free pigment. 


All the vessels of the spleen are widely distended and 
packed with red cells. In occasional vessels fresh ante 
mortem thrombi are seen and in these, too, the red cells 
have lost their integrity and appear fused into a single 
conglomerate mass. 


The coronary vessels are conspicuous due to disten- 
tion with packed red cells. The myocardium presents a 
loose texture and the fibers are essentially normal. 


In the kidneys, there are occasional hyalinizing glom- 
eruli, some of which contain crescent shaped casts within 
the capsule. The tubules are essentially unimportant. 
There is no evidence of blood cells within the lumen of 
the tubules. The capillaries are all moderately distended 
with red cells. The red cells do not fill the lumina of the 
vessels and most of them are well preserved. There is 
no engorgement of the glomeruli. 


The germinal centers of the lymph nodes are hypo- 
plastic. The sinusoids are greatly distended with blood 
and the lymphoid stroma is crowded and compressed. At 
first the sinusoids appear filled with a homogeneous fluid 
mass but on higher magnification, the indistinct and 
fused membranes of large pale staining red cells may be 
seen. There is a large amount of free pigment. 


The bone marrow (rib) is markedly hyperplastic, 
there being little or no fat in the marrow cavity and 
the entire space being occupied by cellular elements. 
The hyperplasia is of all elements, with many early 
forms of the erythrocyte and myeloid series. Poly- 
chromatic normoblasts are seen and nucleated red cells 
are in abundance. Some myeloblasts are found and there 
are also many myelocytes. 


RENNER AND McSHANE: 


HEMOLYTIC ANEMIAS 


ANATOMICAL DIAGNOSIS (FINAL): 


(1) Hemolytic anemia. 

(2) Jaundice. 

(3) Splenomegaly. 

(4) Left hydrothorax. 

(5) Terminal passive congestion of lungs. 
(6) Pleural adhesions. 

(7) Coronary sclerosis. 

(8) Generalized arteriosclerosis. 


SUMMARY 


(1) The animal experimentation of Ham and 
Castle and Damashek and Miller with Con- 
canavalin A indicates that a pure agglutinin can 
cause hemolytic anemia. The occurrence of 
hemolytic transfusion reactions indicates that a 
similar mechanism may occur in man. 

(2) There are in the literature at least 76 
cases of hemolytic anemia of various types as- 
sociated with autoagglutinins. We have presented 
statistical evidence indicating that the relation- 
ship is not coincidental. 


Fig. 3 
The bone marrow in the case reported, revealing the 
marked hyperplasia of all elements, especially the 


cell series. 
stain.) 


(Section from rib, hematoxylin and eosin 
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CASES OF HEMOLYTIC PHENOMENA ASSOCIATED WITH AUTOAGGLUTININS 


Congenital hemolytic 
anemia, 2 cases 


Year Authors Titer Diagnosis Year Authors Titer Diagnosis 
1. 1909 Brule 26 Acquired hemolytic 28. 1940 Gray, Greenfield and Hemolytic anemia 
anemia, 5 cases Lederer 26 with benzene 
poisoning 
2. 1913 Antonelli 26 Acquired hemolytic 
anemia 29. 1942 Wiener 30 1/60 Acute acquired hem- 
olytic anemia 
3. 1918 Ludke 26 Hemolytic anemia, 
3 cases 30. 1942 Reisner and Kalkstein Acquired hemolytic 
— 25 anemia 
4. 1924 Debenedetti 26 1/60 Hemolytic anemia 
31. 1942 Rothstein and Cohn 26 1/2 Hemolytic anemia 
5. 1925 Amzel and Hirzfeld 26 1/16 Hemoglobinuria with sulfathiazole 
toxicity 
6. 1926 Wyschegorodzewa 26 1/1600 Hemolytic anemia 
(autohemolysin 32. 1942 Damashek 26 1/128 Hemolytic anemia 
present) 
——— - 33. 1943 Higgins and Roen 26 Acquired hemolytic 
7. 1928 Stieffel 26 Hemoglobinuria anemia 
8. 1929 Aubertin, Foulon and 1/300 Hemolytic anemia 34. 1943 Finland, Peterson and 1/40 to 
Bretey 26 Barnes 14 1/5120 Hemolytic anemia 
9. 1929 Masters 21 


pneumonia, 11 
cases 


10. 1929 Debenedetti 26 1/80 Hemolytic anemia 
11. 1930 Hochheim and Rosen- Probable hemolytic 
thal 2 anemia 
12. 1931 Boxwell and Bigger 3 Hemolytic anemia 
13. 1932 Davidson 26 Hemolytic anemia 
14. 1932 Troisier and Catton 26 Hemolytic anemia 
15. 1935 Roth 26 Hemoglobinuria 
16. 1935 Salem 26 Over 1/512 Probable hemolytic 
anemia 
17. 1935 Koepplin 25 1/512 Hemolytic anemia 
18. 1936 Patterson and Smith 22 Acute hemolytic 
anemia 
19. 1937 McCombs and McElroy 1/1024 Hemoglobinuria 
26 
20. 1937 Giordano and Blum 15 Acute hemolytic 
anemia 
21. 1937 Rosenthal and Corten 1/40 Hemolytic anemia 
26 
22. 1938 Greenwald 25 Acute hemolytic 
anemia 
23. 1938 Sezary, Kipfer and Hemolytic anemia 
Gharib 26 
24. 1939 Watson 26 Acquired hemolytic 
anemia 
25. 1939 Autopol, Applebaum Hemolytic anemia 
and Goldman 1 with sulfanilamide, 
2 cases 
26. 1939 Scott and Meerapfel 26 Sulfanilamide hemo- 
lytic (?) anemia 
27. 1940 Ham and Castle 17 1/1025 Acute hemolytic 


anemia 


1943 


Rosenthal and Wasser- 
man 26 


Chronic hemolytic 
anemia 


1943 


Tatlock and Horstman 1/4096 


é 


Acute hemolytic 
anemia with 
atypical pneu- 
monia, 2 cases 


1943 


Damashek 11 


Acute hemolytic 
anemia with atyp- 
ical pneumonia, 
2 cases, with in- 
fectious mononu- 
cleosis, 1 case 


38. 


1943 


Stratton 26 


Hemolytic anemia 


39. 


1943 


Finland, Peterson and 1/80 


Barnes 


Hemolytic 
4 cases 


anemia, 


40. 


1943 


Stats and Wasserman 
26 


1/1028 
1/1028 


Hemolytic anemia 
with atypical 
pneumonia 

Hemolytic anemia 

Hemolytic crisis in 
sickle cell anemia 


41. 


1943 


Stats and Bullowa 26 


Hemoglobinuria 


42. 


1943 


Mason 20 


Acute hemolytic 
anemia, 2 cases 
Chronic hemolytic 
anemia, 2 cases 


43. 


1943 


Kracke and Hoffman 
18 


Chronic hemolytic 
anemia 


44. 


1943 


Evans 13 


Acute acquired hem- 
olytic anemia 


45. 


1945 


Platt and Ward 24 1/256 


Acute hemolytic 
anemia with atyp- 
ical pneumonia 


46. 


1946 


Young 33 1/128 


Acute hemolytic 
anemia 


Total 


Table 1 


Over 
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CASES OF ACUTE HEMOLYTIC ANEMIA OF UNKNOWN 
ETIOLOGY ASSCCIATED WITH. AUTOAGGLUTININS 


Antonelli 

Davidson 

Giordano and Blum 
Greenwald 

Patterson and Smith 
Rosenthal and Corten 
Roth 

Troisier and Catton 
Widal, Abrami and Brule 
Koepplin 

Damashek and Schwartz 
Mason, 2 cases 


Ham 

Wiener 

Reisner 

Evans 

Ham and Castle 


Table 2 


18 cases 


(3) The occurrence of hemolytic anemia in 
some cases of atypical pneumonia with potent 
autoagglutinins and the disappearance of the 
hemolytic phenomena with recovery from the 
pneumonia and fall in agglutinin titer strongly 
suggest that autoagglutinins are the cause and 


not the result of the hemolytic anemia. 


(4) There are in the literature at least 8 
cases, to which we have added a ninth, of hemo- 
lytic anemia in which the autoagglutinins were 
demonstrated to be active at body temperature. 
In these cases it is extremely difficult to escape 
the conclusion that the autoagglutinins were re- 
sponsible for red blood cell destruction. 


(5) The association of autoagglutination, 
hemolytic anemia, and multiple phlebothrom- 
boses in some cases of atypical pneumonia 
strongly suggests that intravascular agglutina- 
tion does occur im vivo and is responsible for 
both the anemia and the thromboses. 

(6) Sections of the spleen in our case show 
masses of closely packed red blood cells under- 
going destruction. Some of the blood vessels 
contain ante mortem thrombi. These findings 
suggest that intravascular agglutination and de- 
struction of red blood cells occurred in this 
patient. 


(7) We therefore suggest that autoagglutinins 


CASES OF HEMOLYTIC ANEMIA ASSOCIATED WITH 
AUTOAGGLUTININS ACTIVE AT BODY TEMPERATURE 


Hochheim and Rosenthal 
Aubertin 

Wiener 

Reisner 

Kracke 

Young 


Evans 


Ham and Castle 


Table 3 


play a causative role in the pathogenesis of cer- 
tain hemolytic anemias. The action of the auto- 
agglutinins in destroying red blood cells is un- 
doubtedly complemented by other factors: in- 
creased mechanical fragility of the clumped cells 
as suggested by Damashek,® erythrostasis in the 
spleen and other portions of the reticulo-endo- 
thelial system as suggested by Ham and Castle,!” 
the action of lysins elaborated in the body as 
suggested by Bergenhem and Fahraeus,® and 
possibly by other unknown factors. 


(8) A study of the stimulus or stimuli to the 
production of autoagglutinins in the human body 
may lead to the discovery of the cause of certain 
hemolytic anemias now classified as of unknown 
etiology. 
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ELECTROCOAGULATION OF 
CONGENITAL SINUSES* 


WITH SPECIAL REFERENCE TO PILONIDAL SINUS 


By JAcosson, M.D. 
Petersburg, Virginia 


INTRODUCTION 


Despite the fact that electrocoagulation is 
one of the most powerful, effective, and easily 
controlled destructive agents in the surgical 
armamentarium, scant attention has been given 
to its application for the eradication of con- 
genital sinuses, and particularly pilonidal sinuses. 
While there are some who employ it in a limited 
fashion for destroying all that is visible after 
the sinus has been laid open, little mention in the 
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literature is made of its full potentialities. Sey- 
eral years ago I described a method by which 
every component of a pilonidal sinus could be 
done away with by this means.'* Continued 
experience has convinced me that it is rational, 
safe, simple and convenient, and a method by 
which a lasting cure with slight scars is easily 
obtained. 

The difficulties attending the cure of a pilo- 

nidal sinus certainly are not in keeping with 
its character and situation. It would seem that 
so superficial and accessible a lesion should be 
more readily amenable to therapy. An ideal op- 
eration would be one which promotes the enuclea- 
tion of the sinus with the degree of accuracy 
attending the removal of a sebaceous cyst. But 
to do this, according to Bartlett: 
“It would be necessary to distinguish among strands of 
tissues of three types, any of which may seem to blend 
with the fibrous capsule about the cyst wall. These 
are: (1) blood vessels; (2) fibrous tissue reflections of 
the sacrococcygeal fascia; and (3) epithelium lined 
tracts. It is my contention that the surgeon operating 
upon such cysts in a quiescent phase should be able to 
make this gross differentiation.” 
Most of us, however, are not endowed with a 
microscopic eye, and I for one would hesitate to 
submit a patient to an operation that is so de- 
pendent upon this happy faculty. Like the ma- 
jority, I resort to an attack on the total mass to 
abolish it. However, the procedure I am pro- 
posing differs in that an attempt is made to 
destroy only the epithelium of the tracts and 
their ramifications without the removal or de- 
struction of any adjacent tissues. 


From the time of the first observation by An- 
derson? in 1847 that hair could be contained in 
an ulcer at the end of the spine and the more 
complete descriptions by Warren?5 7° in 1854 and 
1867, the problems connected with pilonidal 
sinus have been pervaded with controversy. 
There does seem to be one point of complete 
agreement, which is that a pilonidal sinus is 
congenital in origin. Nevertheless, out of what 
tissues it arises, the mode of embryological 
formation and its surgical management have 
been, and still are, subjects of general disagree- 
ment. Studies of the caudal end of the develop- 
ing embryo point to the assumption that the 
activity associated with the fusion in the midline 
of various types of ectodermal germ cells gives 
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rise to these malformations, and it is remarkable 
that they seldom become manifest before the 
second decade of life. 

The correct treatment of a pilonidal sinus 
must rest on a clear. conception of the factors 
responsible for its original formation and the 
subsequent course of pathologic changes. The 
latter are more easily understood since they are 
characterized by infection and extensions of the 
cyst arising out of the burrowing and invasion 
of the skin and surrounding structures by an 
inflammatory process. But in order to use bi- 
polar electrocoagulation in the manner to be 
described, it was essential to decide whether the 
inherent character of the lesion would lend itself 
to destruction by this means and whether the 
corollaries to the application of this instrument 
in a closed space, valuable heat and steam, might 
affect the safety of the procedure. Therefore, 
before giving this method a trial it was impera- 
tive to review the embryology and the peculiari- 
ties of these sinuses which make their eradica- 
tion so difficult. Examination of the surgical 
methods with their advantages and disadvantages 
also was required to ascertain whether this pro- 
cedure might excel in establishing a permanent 
cure, reducing disability and discomfort, and 
preventing deformity. 


EMBRYOLOGY 


A pilonidal sinus is a congenital anomaly con- 
sisting essentially of embryonic nests which 
have been submerged in the subcutaneous tissues 
of the sacrococcygeal area. There are three prin- 
cipal theories of the manner of this inclusion 
and the nature of the tissues. Gage,!* after care- 
ful investigation, believes that he has presented 
conclusive evidence to show that the sacrococcy- 
geal dimple and a pilonidal sinus come from two 
separate and distinct developmental defects. One 
of these is the persistence of the neurenteric or 
neural canal. The other is an abnormality in 
the creation of the sacrococcygeal dimple. To 
prove the former, he presents two cases to em- 
phasize the fact that while complete sinuses into 
the spinal cord are rare, they do exist. For the 
latter, he follows Oelhecker?° who demonstrated 
in the embryo that when the skin which orig- 
inally covered the tip of the coccyx is drawn 
upward over the third and fourth caudal verte- 
brae, it exerts a pull which brings about the de- 


JACOBSON: CONGENITAL SINUSES 


981 


pression known as the sacrococcygeal dimple. 
Exaggeration of this process could easily cause 
an invagination of some of the epithelium with 
the formation of spaces lined with epithelium. 


On the other hand, Fox!? denies any such 
migration of skin, and his research sustains the 
opinion that a pilonidal sinus is a derivative of 
skin ectoderm and is not of neurogenic or enteric 
origin. Support of this theory is given by 
Rogers and Dwight?! who report a series of 400 
cases without having seen one which communi- 
cated with the neural canal or even penetrated 
beneath the sacral aponeurosis. Fox comes to 
the conclusion also that the structures forming 
the sinus are derived by a process of ectodermal 
invagination from the skin surface by the cells 
destined to form skin appendages (hair and 
glands) during the third and fourth month of 
embryonic life. 


Still a third idea has been advanced by 
Stone?> who suggests that it is the vestigial 
remnant of a gland called the “preen gland,” 
found in birds and used for oiling the feathers. 
Fox agrees with Stone to the extent that the 
mode of origin of a pilonidal sinus and the 
analogy drawn between this structure and the 
special “‘scent” gland in the sacrococcygeal re- 
gion of birds and animals suggest the probability 
that the sinus represents a vestigial skin ap- 
pendage developing at puberty. Hence the age 
distribution of pilonidal sinuses. 


Whatever the facts may be, a pilonidal sinus 
must be considered clinically for the present to 
be a combination of several developmental 
factors proceeding defectively in the same area 
and at about the same time, but with varying 
degrees in the predominance of each. Experience, 
however, seems to uphold the contention of Fox 
and Stone that there is no connection with the 
neural canal as there are no reports that dyes 
or sclerosing and radiopaque materials have 
entered the spinal cord, although they have been 
injected under high pressure in innumerable 
cases in order to visualize or corrode the lesion. 
But the research of Gage must not be dismissed 
as being without value because sacrococcygeal 
neoplasms and meningocele associated with bony 
defects of the sacrum and coccyx, connote that 
inclusive embryonic: activity in this area is not 
always limited to the ectoderm alone. 
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From this discussion it becomes apparent that 
complete surgical extirpation of a pilonidal 
sinus depends upon which source of origin is 
recognized. According to Fox, block dissection 
down to the sacrococcygeal fascia should suffice, 
while if the findings of Gage are accepted, it 
may be necessary to go beneath this fascia to 
the periosteum and even remove the coccyx. In- 
ternal coagulation, however, posed still another 
problem: the peril of penetrating vital structures 
by steam under a pressure that is far greater 
than can be obtained by the injection of fluids. 
Here again all available evidence implies that 
this danger is so slight that it can be disregarded. 


The symptomatology and pathology of the 
usual pilonidal sinus are too well known to need 
elaboration here. Nevertheless, surgical caution 
dictates the necessity of not treating these 
lesions too lightly because of the possibility 
that tissues other than epidermis may be present. 
Tumors derived from all the three primordial 
embryologic layers have been found in this loca- 
tion and, not uncommonly, complicate the diag- 
nosis. But a return to the weight of clinical 
experience brings the assurance that with reason- 
able diligence the diagnosis is not difficult and 
it will be a rare occasion when one will be com- 
pelled to invade the sacrococcygeal periosteum to 
dispose of all the elements of the sinus. 


SURGICAL CONSIDERATIONS 


Aggravated by the irritations and trauma in- 
cidental to motorized warfare, these lesions sud- 
denly loomed into prominence in such profusion 
as to become a military problem and were 
dubbed “jeep disease.” Accordingly, intense 
and concentrated effort was devoted to ways 
and means of disposing of them. After the 
trial of many methods it appeared that from the 
military point of view, excision with closure was 
the best way to meet this particular situation. 
Indeed, some of the results obtained in that 
manner were unusually fine. Larsen!’ reports 
a series of 220 cases, of which 197 had no re- 
current drainage or other evidence of infection, 
and only 23 had some infection around sub- 
cutaneous cotton sutures; and these healed 
rapidly when the affected sutures were removed. 
The hygroscopic and bacteriostatic properties 
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of sulfanilamide crystals placed on the wound 
helped to control adventitious infection. To this 
Larkin!’ added penicillin therapy and stainless 
steel through-and-through sutures with even bet- 
ter results. Hence chemotherapy played some 
part in their achievement, but in both series, 
as much effort was directed at obliterating dead 
space as in removing all of the sinus. Thus 
chemotherapy, added to a meticulous technic, 
satisfied the requirements for success. 

But the military had a distinct advantage 
over the civilian surgeon: adequate hospitaliza- 
tion facilities, at least in this country, were 
available, and strenuous pre- and postoperative 
regimens could be instituted, while economic and 
social factors were, for the most part, disre- 
garded. Thus Alley and Richey! report the 
average hospital stay of their 136 patients was 
32 days for the cases that were closed and 52 
days for those left open. While perhaps this 
was longer than absolutely necessary because an 
ill soldier had no business in the barracks, it 
can be taken as a fair estimate of the period of 
disability. Even so, the rate of recurrence is 
not known. I have seen several veterans dis- 
charged as cured, with draining wounds less than 
one year after a closed operation, and Fansler!! 
reports the same experience. 


Even among the proponents of complete dis- 
section, there is a division of opinion as to 
whether the wound should be closed, partially 
sutured and drained, or packed and left entirely 
open to heal by granulation and epithelization. 
Buie® estimates that of those which have been 
closed and appear to be healed, nearly 50 per 
cent will have had some drainage after several 
months. Consequent!y, he favors leaving the 
wound open. Burns!° would suit the degree of 
packing and drainage to the case, but the ma- 
jority, in recent years, out of experience in the 
armed forces encourage complete closure. Theis 
and Rusher’* and others feel that leaving the 
wound open, besides prolonging the healing with 
all its annoyances, may permit the formation of 
wide, delicate, and painful scars which do not 
afford sufficient protection for the underlying 
bone. 


Attempts at reducing the duration of dis- 
ability were carried to the other extreme by those 
advocating ambulant methods vf therapy with 
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sclerosing or caustic solutions injected under 
pressure.’ © 15 !9 2? They, too, have had a measure 
of success, but it has always seemed to me that 
if these substances are powerful enough to de- 
vitalize epithelium, they present the danger, since 
they are liquids, of escaping out of bounds, and 
spreading their effects in and on neighboring 
tissues. 


Another treatment for pilonidal sinus is the 
marsupialization or “unroofing” operation sug- 
gested by Buie’ and approved by Bunch? and 
others. This procedure is based on the fact that 
the lining membrane of the cyst possesses all the 
histological structure of the skin‘even though 
it has been modified by inflammation; and, when 
properly exposed, should create a complete and 
competent covering for the sacrococcygeal re- 
gion. Unfortunately, a pilonidal sinus can have 
branches that avoid detection and, while this 
operation might be correct for those comprising 
only one single cyst, it is doubtful that one is 
justified in assuming that he is capable of either 
establishing this or exposing all the minute 
diverticula. Therefore, it would seem to have a 
limited usefulness. 


There remains yet one more form of attack 
on these sinuses: the actual cautery. Rogers 
and Dwight?! have refined this method to a 
careful excision of the sinus with the cautery 
used as a knife. Hence their operation includes 
dissection as well as destruction. They agree 
with many that disappointments are due more 
to faulty wound healing than to incomplete 
excision, and the progressive filling of the defect 
offers the best chance for success. Their wounds 
are not large, but the sinus is taken out with a 
small block of tissue while the cautery destroys 
the neighboring nests of cells. This method still 
does not refrain from leaving a gap over the 
sacrum which must be covered. A well taken 
point in their discussion is: 

“When one considers the fact that sepsis, acute and 
chronic infection or both, is the factor which actually 
brings the pilonidal cyst to the attention of the patient 
and surgeon, and because few parts of the body are so 
similarly exposed to bacterial contamination, minor 
trauma and unavoidable motion, ordinary measures 


which would succeed elsewhere must frequently result in 
failure when applied to this lesion.” 


CONGENITAL SINUSES 


OBJECTIVES OF THERAPY 


Another purpose of this resume of debatable 
material is to disclose what objectives are to be 
sought in the therapy of a pilonidal sinus, and 
then with the facilities at hand to discover 
whether they can be attained. Rogers and 
Dwight, discussing the requirements for curing 
such a lesion, say: 

“In attempting to evaluate the various methods of treat- 
ing pilonidal sinus, it should be clearly recognized that, 
whether the condition is simple or complex, permanent 
cure depends upon the fulfillment of two major prin- 
ciples: (1) its cause, that is, hair, ectopic epithelium and 
infected scar tissue, must be removed; and (2) the re- 
sultant wound must heal solidly without dead space or 
infected scar tissue.” 

To these I would add the importance of 
retaining the area in such condition that no 
permanent disability or discomfort should ensue 
as a result of the therapeutic procedure even 
though permanent healing is obtained. 

The objectives therefore are three in number: 
(1) removal of all enclosed. cells of the sinus, 
(2) complete wound healing without dead space 
or uncomfortable scars, and (3) retention of 
an adequate covering over the lower sacrum and 
coccyx. The first two can be accomplished by 
either the open or closed methods if successful, 
but the third cannot always be achieved by 
either. 


Hence, a quantity of tissue must be main- 
tained over the sacrum that will heal in such a 
manner as to form a soft, painless, and pliable 
scar, sufficient to protect the lower sacral seg- 
ments against insult. There are two ways of 
doing this: one presented by Lahey'® which con- 
sists of transplanting the neighboring soft tissues, 
and the other, which I have used with much 
satisfaction, renders unnecessary the removal of 
any tissue over the sacrum except the lining 
of the sinus itself. Although the sinus is opened, 
the only deletion is the coagulated enclosed 
epithelium which is released by sloughing, but 
none of the fat, fascia, or adjoining epidermis is 
lost unless they constitute an integral part of the 
sinus. 


RATIONALE OF INTERNAL COAGULATION 


The fact that a pilonidal sinus is a more or less 
complex tube lined wholly or in part with epi- 
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thelium prompted the idea that its inner surface 
might be destroyed as easily by bi-polar electro- 
coagulation as the mucosa of the infected uterine 
cervix. If that were confirmed and no reason 
could be found for not employing this device in 
the sacrococcygeal area, I decided the objectives 
could be reached. The only restriction was the 
possibility that the sinus may communicate with 
the spinal cord. This is impossible according to 
Fox and improbable if Gage is correct; and be- 
sides, the fact remains that there are no reports 
of any materials injected into a sinus ever having 
entered the neural canal or a dissection uncover- 
ing and releasing spinal fluid. Accordingly, since 
the hazards seemed to be small, coagulation of 
the sinus from within was tried. 

During the first attempts, a constant accom- 
paniment of cervical coagulation took place, the 
production of steam, which escaped not only 
where the unit was inserted, but from every 
other opening into the cavity too. The searing 
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action of this steam on the edges of each aperture 
indicated that this same effect was being pro- 
duced all along the tract. After observing the 
first few cases, it appeared that the sequence 
of events proceeding from electrocoagulation in 
a closed space were those that had been antici- 
pated: (1) destruction of the tissue immediately 
surrounding the unit, (2) production of heat, 
(3) creation of steam, (4) distension of the 
space by the steam which because of its pres- 
sure entered each crack and crevice, scorching 
and burning every cell and organism in contact 
with it, and (5) emergence of steam through 
whatever exit it could find. 

Upon exposing the pilonidal sinus and its 
associated tracts after coagulation these actions 
were found, indeed to have taken place. Occa- 
sionally, when the current was on too long, the 
sinus was almost carbonated and areas without 
epithelium were blanched. When the secondary 
tracts were opened, the effects of the steam 


Fig. 1 
(a) This case was chosen for illustration because the distance between the two end apertures of the sinus was a trifle longer 
than the electrode and would fully accommodate it. The working part of the unit is 1% inches in length and 3/16 inch in 


diameter. The patient was a white male, 30 years of age. 
been opened twice. 


He had noticed the sinus four years previously and abscesses had 


(b) The unit is inserted after the distal opening has been stretched just large enough to admit it. The nipple is held — 
the skin to prevent escape of steam until the pressure has increased enough to force it through the accessory tracts. When 
the sinus has only one opening or is not large enough to admit the whole unit, al! the sinus comes in contact with the unit 
itself and is easily coagulated. A strong current, almost to the limit of a large coagulating machine, should be used. When 

the bubbling stage is reached, and this rarely requires over ten seconds, this phase is stopped. 
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could be seen all along them up to the surface of 
the skin. Here, then, was a means by which 
every part of the sinus tract could be identified 
and, what was more, at the same time destroyed 
by either the coagulating current or steam under 
pressure, both operating simultaneously. More- 
over, distention of the sinus by the internally 
created pressure bared every nook and cranny to 
the steam even if they were remote from the unit. 
And, since the steam, heat and pressure could 
all be shut off instantly by releasing the current, 
there was no fear of any further interaction. Thus 
it was immeasurably superior to the injection of 
dyes, radiopaque substances or caustic solutions 
which, because of their inefficiency, since they 
neither reliably defined the tracts nor sterilized 
nor destroyed their contents, have largely been 
discontinued. 


When operating upon the first few patients of 
this series, I thought that the destruction would 
not extend to neighboring nests of cells and 
removed all the congealed tissue with a cutting 
loop. The good fortune of an inadequate local 
anesthetic afforded an occasion to question the 
necessity for this. A patient who persistently 
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refused operation consented to coagulation of 
his chronically infected sinus in my office. 
He had first noticed it about ten years previously 
and several abscesses had been opened since 
then. It was about two inches long and had 
three openings. I injected what I thought to 
be an adequate amount of procaine, but when 
the unit was inserted and the current applied 
long enough to produce steam, he nearly jumped 
off the table. By dint of much persuasion he 
permitted opening the sinus just over the unit, 
but no more, and the accessory tracts were not 
exposed. Healing occurred uniformly and a cure 
that has now endured over six years was ob- 
tained. In the next few cases, while the sinuses. 
were opened completely, the cutting loop was not 
employed and the same result was obtained. 
Hence from experience acquired out of the last 
24 patients, I believe it is entirely unnecessary 
to excise any part of the lesion. 


TECHNIC OF THE OPERATION 


Unless the lesion is large, the patient is not 
admitted to the hospital as the operation can 
be done in the office or the hospital minor 


<3 


Fig. 2 


(c) With combined cutting and coagulating current to prevent bleeding the sinus is opened over the electrode. The incision 
should pass through the accessory apertures in the midline whose tracts are now easily identified. 


(d) The bi-polar unit has been withdrawn and inserted into the lateral tract which is coagulated and opened in the same 


way. The incisions are no longer than the sinus and its tracts. 


(e) The sinus has now been completely exposed. A small! depression is usually seen at the distal extremity which may be the 
remnant of the caudate ligament described by Oelhecker.% This may connect with the sacrococcygeal fascias. 


(f) The end of the electrode is plunged into the dimple to make sure no ectopic cells escape. This step may not be necessary 


but does no harm. 


¥ 
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operating room. Local anesthesia may be used 
for the average case, but not for those with an 
extremely large sinus when hospitalization is re- 
quired. The common mistake of starting too 
soon after inserting the anesthetic should be 
avoided. The patient will not object to placing 
the electrode, but he will feel the heat if the 
time interval is too short. 


The bi-polar coagulating unit* is made for 
treating the uterine cervix. The working end, 
which is 13¢ inches in length and 3/16 inch in 
diameter, consists of two heavy wires separated 
by an insulating medium, all twisted in a spiral. 
A rubber nipple larger in diameter than the 
spiral limits the distance the unit can be in- 
serted and prevents the escape of steam. As the 


*Kilmar-Jaros electrode, made by the General Electric X-ray 
Corporation. 
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current oscillates entirely within the unit, tissues 
coming into contact with any part of it, includ- 
ing the end, are coagulated. 

The operation which at first seems heroic and 
radical is in reality simple, and almost im- 
possible to bungle. The only opportunities for 
mischance are that the current is not strong 
enough or is left on too long or too short a time. 
The margin of safety and for error is almost too 
great to permit any harm being done. The open- 
ing at the distal end of the sinus is enlarged to 
admit the entrance of the coagulating unit by 
stretching it with a clamp, and the unit is 
pushed as far up the sinus as it will go. A heavy 
coagulating current is turned on and held until 
the bubbles of steam escape; five to ten seconds 
usually are sufficient. Then, with a cutting 
electrode, the skin is opened over the unit and it 
is withdrawn. Accessory openings are treated the 


Fig. 3 


Sketch depicting two views of the electrode in the sinus and its relation to the cyst lining. 
Nearly all of the inner surface is in contact with it thus assuring the destruction of every 
cell. The ‘hot steam distends and penetrates the remaining infected passageways, burning 
everything in its path. The caudate ligament probably seldom reaches so deeply. In most 
cases the lesion will not admit the full length of the unit. These usually have only one 
orifice at the distal end. As long as the coagulating effect is produced the result will be 


the same. 
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same way, but no tissue is removed, and the final 
length of the incision is just about 4 inch longer 
than the original lesion. A dimple usually is 
present on the floor at the lower end of the sinus. 
Into this the end of the unit is plunged and the 
current turned on for a few seconds. I am 
not sure this is necessary, but I do it in order 
to be certain of eliminating any remnants of 
a communication down to the sacrum. The 
wound is then packed with petrolatum gauze and 
the patient sent home or back to his bed. 


Postoperative care also is simple. In two or 
three days the gauze is removed and a bathtub 
routine instituted. Once a day the dressing is 
changed after the patient stays in a tub of warm 
soapy water for twenty minutes. After a week 
or ten days, sloughing is completed and the 
wound gradually fills in and closes. As no tissue 
has been removed there is much less space to be 
covered with epithelium. At first, when the 
wound is open, this may seem peculiar, but it will 
be noticed as time goes on that the only areas 
needing new epithelium are those occasioned by 
incisions not in the midline, but which have had 
to be connected with it. Hence the wound 


Photograph of the same lesion three weeks after operation. 
Note the gaping of the lateral wound. This patient has 

n ambulant from the day of operation and does much 
walking and stooping, which probably account for the 
surrounding irritation. 
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margins correspond to the thickness of the 
original integument over the sacrum. The 
sacrococcygeal fascias have not been opened and 
there is no tendency for the skin and subcu- 
taneous fat to pull away from the midline. In- 
stead they will be drawn to the midline and 
there may even be some trouble holding the 
margins apart till the wound fills up from below. 
When healed, the scar is narrow and difficult to 
distinguish from the normal crease. Moreover, 
the intergluteal depression is retained. 


While the secretions from the wound at first 
are foul smelling and annoying, this usually 
disappears in a few days. After that, small 
dressings just large enough to cover the wound 
are needed. The granulating area should be ex- 
amined about once a week with a magnifying 
glass to make sure no hair from the surrounding 
skin is buried and to prevent pockets in and 
between the granulating surfaces. 

A series of 34 patients have been operated 
upon in this manner and there has been no re- 
currence. The lesions ranged in size from a 


simple sacrococcygeal dimple to the large one 
shown in the photograph (Fig. 7). The smallest 
needed only three weeks to close completely, 
while the one illustrated did not heal before eight 


Six weeks after operation the wound is now less than an 
inch long and is rapidly filling. The tendency for the 
sides of the intergluteal depression is to come together as 
none of the underlying fascia has been divided. In these 
photographs they are being held apart. This limits the 
space to be filled, but may permit pocketing and burying 
of hair falling into it from the neighboring skin. There- 
fore careful inspection, at least once a week, is required. 


|| iar 
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months had passed. It was about 5% inches in 
length, had nine openings when the patient was 
first seen, and had not been treated previously. 
Hair could be found all along its cavity, but it 
was apparent that the original sinus did not cover 
this whole distance, as the history told of a series 
of abscesses over the previous nine years. The 
photograph was taken twenty months after the 
patient was discharged. The wound, while 
slightly adherent to the underlying structures, 
is soft, almost as pliable as the normal intergluteal 
depression and he is wholly unaware of it. An 
abundance of normal tissue on either side can be 
seen. One can only speculate on the amount of 
tissue which would have had to be removed and 
the size of the ensuing scar had the excision 
method been employed. In this case a general 
anesthetic was required and all the openings were 
connected with the central sinus in the manner 
shown by the illustrations. He stayed in the 


hospital only a week and was discharged as an 
ambulant patient. 


It is a mistake to open acute abscesses any- 
where but in the midline regardless of where 


Fig. 6 
Photograph taken six months after operation. There is 
no deformity, littic scarring, and the normal configuration 
of the area has been preserved. 
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fluctuation is found. A case in point is the one 
illustrated which had an opening and a sinus 
tract a little to the right that complicated the 
whole procedure. The abscess always arises from 
the original sinus and can be evacuated from 
there. Then in a few days when the acute pro- 
cess has subsided coagulation can be done and it 
will be necessary to open only the central cleft. 
Thus the periods of disability and hospitalization 
will be reduced. With the exception of the pa- 
tient shown in Fig. 7, all those operated upon 
in the hospital were ambulant and able to leave 
in a few hours. 


These wounds, too, seem to have the character- 
istics, pointed out by Blaisdell,* which encourage 
rapid healing. The sides and ends are sloping 
and there is little tendency to bridging of the 


Fig. 7 

Photograph of largest sinus in the series taken twenty 
months after he was discharged. The patient was @ 
white male, 45 years of age, who, because of the lurid 
tales he had heard, had refused treatment. Finally, after 
the stench and quantity of discharge became too ob- 
noxious, he consented to therapy. The sinus and its ac- 
cessory tracts was five and a half inches long and had 
nine openings. Note that the final scar is just six inches 
long and, considering the extent of the lesion, there is 
little deformity of the intergluteal depression. He was 
ambulant a week after operation. 
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epithelium. In this event his excellent sugges- 
tion for closing the wound by applying adhesive 
tape directly to it after excising the redundant 
epithelium should be followed. It must be em- 
phasized that since the underlying fascia is not 
divided, there is no tendency of the wound to 
separate, and only the narrow line of epithelium 
destroyed by the cutting current needs to be 
replaced. None of the gluteal fat is lost and 
hence the covering of the sacrum still retains its 
original consistency. Sinuses with apertures a 
short distance from the intergluteal depression 
will heal with much wider scars than those in 
the midline. 


Recently I used this method for destroying a 
submental thyroglossal cyst. The patient was a 
white man, age 32, with an enlargement midway 
between the prominence of the mandible and the 
larynx. It was smooth, tender, and tense, and 
extended laterally on each side nearly to the 
rami of the mandible. A transverse incision was 
made over it, but because of the friability of the 
tissues, dissection was not practicable. It con- 
tained a quantity of murky gelatinous fluid 
which appeared to be purulent. A probe passed 
down the sinus was stopped by the hyoid bone. 
After the cavity was irrigated with saline, its 
whole lining was coagulated and the space 
packed with vaseline gauze. Sloughing was com- 
plete in about ten days and the wound healed 
with a soft narrow scar in four weeks. There 
has been no recurrence in 13 months. 


CONCLUSIONS 


(1) The obliteration of a congenital sinus de- 
pends upon the complete effacement of its lining. 

(2) Destruction of this inner surface can be 
accomplished by bi-polar electrocoagulation from 
within, through the apertures into the sinus. 

(3) The accompanying production of heat 
followed by the creation of steam under pressure 
assures the penetration of the latter into each re- 
cess thus reaching every cell and organism con- 
nected with the sinus. 

(4) All the destructive factors are under abso- 
lute control and can be instantly arrested without 
fear of any aftermath. 

(5) This procedure is feasible for any sinus 
which does not communicate with a vital center. 
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(6) It is particularly useful for destroying 
pilonidal sinuses since the concensus of opinion 
of the embryology of these congenital anomalies 
and the weight of clinical experience indicate that 
there is no connection between them and the 
spinal cord or its coverings. 


(7) There is the further advantage that, since 
nothing but the lining epithelium is removed, the 
quantity of scar tissue is small and an adequate 
covering for the sacrum is secured without trans- 
planting any adjacent tissue. 

(8) A series of 34 cases of pilonidal sinus and 
one thyroglossal cyst without recurrence is 
reported. 
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INTRAVENTRICULAR HEMORRHAGE* 
SOME EXPERIMENTAL AND CLINICAL 
OBSERVATIONS 


By Raymonp K. TuHompson, M.D. 
Louis O. J. MANGANIELLO, M.D. 
and 
Pomeroy NIcHots, M.D. 
Baltimore, Maryland 


Numerous clinical and statistical reports of 
intraventricular hemorrhage have been re- 
corded.'23456 In none of these reports were 
we able to find an attempt to explain the mech- 
anism of death in this almost universally fatal 
disorder. To arrive at a clearer understanding 
of the problems associated with intraventricular 
hemorrhage we began our study by producing 
this disorder in the intact and unanesthetized 
animal. 


EXPERIMENTAL STUDIES 


In adult dogs under barbiturate anesthesia a right 
occipital trephination was made in the skull. Through 
a small dural incision a No. 5 French red rubber 
catheter was inserted into the right lateral ventricle 
along a ventricular needle puncture pathway. The 
open end of the catheter was ligated and buried be- 
neath the masseter muscle of the opposite side. The 
scalp was then closed over the catheter. The animal was 
allowed to recover completely. Later under local an- 
esthesia an incision was made over the catheter. A 
hypodermic needle was inserted into the catheter and 
a direct intraventricular injection of blood was made. 
The blood used to produce the hemorrhage was drawn 
from the same animal. The quantity varied from 0.5 
to 5 cubic centimeters and the injection time was kept 
between one and two seconds for all volumes of blood. 


It was noted that the rate of injection de- 
termined to a large extent the severity of the 
effect. This was surprisingly constant for all 
injections. The animal stiffened out in decere- 
brate rigidity. The respirations ceased and the 
cardiac rate became wildly irregular and rapid. 
The recovery from this state proceeded by re- 
laxation of the decerebrate rigidity, followed by 
a return to normal of the cardiac rate and 


*Read in General Clinical Session, Baltimore Day, Southern 
Medical Association, Forty-First Annual Meeting, Baltimore, 
Maryland, November 24-26, 1947. 

*From the Department of Neurological Surgery, University of 
Maryland School of Medicine, Baltimore, Maryland. 


SOUTHERN MEDICAL JOURNAL 


December 1947 


rhythm. The respirations began with several 
gasps then irregular breathing and finally re- 
sumption of regular rhythm. At this point there 
was a return of voluntary movement. These ani- 
mals, as we shall see, succumbed later to their 
intraventricular hemorrhages. 

If the force of the injection was maximal the 
animal succumbed with the respiratory system 
being primarily affected, followed by the cardiac 
impulses gradually dying out. Injection of the 
unanesthetized animal with saline produced the 
same clinical train of events. It was noted that 
several injections of blood into the same animal 
resulted in the animal’s death, while the use of 
like quantities of saline under similar conditions 
resulted in transient changes described above, 
but the animal recovered. It was at this point 
of the experimental work that the difference 
between blood and saline injected into the ven- 
tricles was noted. As we shall subsequently show, 
this difference was due to the clotting of the 
blood with obstruction at the aqueduct of Sylvius 
and production of acute increased intraventric- 
ular pressure. 

In order to record the observations on blood pressure, 
pulse and respirations, anesthetized animals had to be 
used. The dogs were anesthetized with “nembutal” 
(Abbott) 1 c. c. per five pounds of body weight. The 
ventricles were catheterized and the injections were 
made immediately following. A kymographic tracing was 
made of the blood pressure, pulse and respirations. If 
the increase in pressure was slow enough to be dis- 
seminated throughout the ventricular system and sub- 
arachnoid space, the immediate effects of saline, hepar- 
inized blood and pure blood were the same as those 
observed with acute generalized increased intracranial 
pressure. In the experiments where the increase of 
pressure was sudden and the pressure could not be dis- 
seminated, the picture was that of an acute hydro- 
cephalus with signs of midbrain disturbance (decerebrate 
rigidity). 

In order to regulate the pressure under which blood 
was injected and to stimulate the rupture of a large 
vessel into the ventricle, the following technic was used. 
The ventricle was catheterized and the open end of the 
catheter was anastomosed with the common carotid 
artery on the same side. This produced intraventricular 
hemorrhage at the systolic pressure of blood. The re- 
sult was immediate decerebrate rigidity. Respirations 
became increased in amplitude for thirty seconds, then 
the animal became apneic. Except for occasional gasps 
it never breathed again. Blood pressure steadily rose over 
a period of three and one-half minutes. The pulse 
slowed markedly with gross irregularity of rate. There 
was a marked increase in pulse pressure. After three 
and one-half minutes the blood pressure began to fall 


\ 
a 
T 
ti 
ve 
ve 
di 
Pp! 
bl 
sn 
to 
di 
ar 
tr 
ol 
th 
hy 
ul: 
de 


Vol. 40 No. 12 


and the pulse became rapid and markedly irregular. 
The pulse pressure fell rapidly until the cardiac im- 
pulses were no longer perceptible. The blood pressure 
continued its rapid fall to zero, which it reached six 
minutes after the hemorrhage. Post mortem examina- 
tion of the brain (Fig. 1), showed the lateral and third 
ventricles dilated and filled with blood, while the fourth 
ventricle and the distal aqueduct of Sylvius was un- 
dilated and contained only relatively little blood. The 
proximal aqueduct was distended and filled with a 
blood clot. 


There were a certain number of animals injected with 
smaller amounts of whole blood which did not succumb 
to the acute intraventricular pressure fluctuations. These 
died two or three days later. At post mortem these 
animals showed an internal hydrocephalus with the ven- 
tricles incompletely filled with clotted blood, which had 
obstructed the aqueduct of Sylvius (Fig. 2). It was felt 
that these animals succumbed to subacute internal 
hydrocephalus. 


The experimental studies suggested that intraventric- 
ular pressure was a major factor in the production of 
death and intraventricular hemorrhage. 
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CLINICAL STUDIES 


Thirty-two consecutive cases of intraventric- 
ular hemorrhage were selected from the files of 
the Laboratory of Neuropathology of the Uni- 
versity of Maryland School of Medicine. We 
were able to classify these cases into six 
pathologic groups: 

Type 1.—Massive intracerebral hemorrhage with rup- 
ture into the ventricle. 

Type 2.—Acute internal hematocephalus. 

Type 3.—Subacute internal hydrocephalus due to 
blood clot obstruction. 

Type 4.—Brain stem hemorrhage with intraventricular 
rupture. 

Type 5.—Intracerebral hemorrhage with dissection into 
the brain stem and intraventricular rupture. 


Type 6.—Hemorrhage into the hypothalamus with 


ventricular rupture, following spontaneous subarachnoid 
hemorrhage. 


Type 1.—In the cases of Type 1 vascular ac- 


Fig. 1 
Acute internal hematocephalus produced in a dog. Note the absence of ventricular dilatation in the fourth ventricle. 
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cident the main pathologic finding is massive 
intracerebral hemorrhage with intraventricular 
rupture (Fig. 3). The pathologic anatomy is 
characterized by: (1) A shift of the ventricles 
away from the side of the hemorrhage. (2) Evi- 
dences of marked increased intracranial pressure 
with flattening of the gyri and obliteration of the 
sulci. (3) Herniation of the uncinate gyrus, in 
most cases, with compression of the midbrain, as 
it passes through the tentorium, and (4) an 
absence of ventricular dilatation. 


In an effort to reconstruct what might be 
clinically expected in a Type 1 lesion the patho- 
genesis is probably as follows: There is a 
sudden extravasation of blood into the cerebral 
hemisphere, with the production of a marked ele- 
vation of intracranial pressure and a neurological 
deficit, usually hemiplegia. This results in a 
ventricular shift and obliteration of the sub- 
arachnoid space to compensate for the mass 
lesion produced by the blood. Excessive pres- 
sure in one supra-tentorial chamber produces an 
uncinate hernia on the same side (Fig. 3). This 


Fig. 2 
Subacute internal hydrocephalus in a dog produced by 
clotted blood partially filling the ventricles. Note the 
absence of aqueductal dilatation. 
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exerts its effect by pressure on the midbrain 
bounded by the incisura of the tentorium. This 
produces decerebrate rigidity. Ventricular rup- 
ture results because the ventricular system offers 
the line of least resistance since the subarachnoid 
spaces have been obliterated because of the in- 
creased intracranial pressure. The reason that 
death is sudden following ventricular rupture is 
that the amount of intraventricular pressure re- 
quired to produce death is far less than the 
intracranial pressure required to do the same.’ 
In the cases examined blood was found to be 
limited to the lateral and third ventricles. This 
was felt due to aqueduct stenosis which, in 
turn, was caused by the uncinate hernia press- 
ing on the midbrain. In other words, the intra- 
ventricular pressure could not be dispelled be- 
cause of aqueduct obstruction and when the 
blood entered the ventricles, the intraventricular 
pressure was acutely markedly elevated, resulting 
in death. 

The clinical story of these patients revealed no 
typical syndrome such as suggested by Steelé 
(pin point pupils, bilateral rigidity, bilateral 
Babinski sign, unconsciousness and fatal in twelve 
hours) but, showed a varied neurologic picture 
following a cerebrovascular catastrophe resulting 
in relatively sudden death, usually within five 
hours. All patients were in profound coma with 
variable temperature, pulse, respiratory rate and 


Fig. 3 
Type 1 intraventricular hemorrhage. Note uncinate gyrus 
herniation. 
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blood pressure, plus varying neurologic signs 
characterized usually by hemiplegia and Jack- 
sonian convulsions, followed in many cases by 
decerebrate rigidity. The lack of uniformity of 
the clinical state in patients with similar path- 
ologic lesions is explained by the size of the 
vessel ruptured, time and degree of intraven- 
tricular rupture, as well as the state of increased 
intracranial pressure resulting from the intra- 
cerebral clot. 


Type 2.—In the Type 2 lesions the main 
pathologic finding is acute ventricular dilatation 
with blood, which we shall hereafter term acute 
internal hematocephalus (Fig. 4). The outstand- 
ing features of this type of lesion are: (1) Acute 
ventricular dilatation due to blood. (2) Evi- 
dence of acute increased intracranial pressure. 
(3) Absence of ventricular shifting, and (4) 
Herniation of the midbrain through the incisura 
of the tentorium and the cerebellar tonsils 
through the foramen magnum. 


The clinical picture of these cases follows more 
closely the syndrome of intraventricular hem- 
orrhage as described by Steel;® however, the 
variability of the neurologic symptoms still per- 
sists. These cases tend to fall more nearly into 
a single clinical syndrome. The patient pre- 
cipitously is projected into deep coma with de- 
cerebrate rigidity. Profound alterations of res- 
piration and pulse are noted. The vital signs 
rapidly fail and he dies within minutes to a few 
hours. 


Fig. 4 
Acute internal hematocephalus or Ty; 2 intraventricular 
hemorrhage. 
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The difference clinically between Type 1 and 
Type 2 may be very slight in that, although rup- 
ture may be into the hemisphere producing a 
hemiplegia or Jacksonian convulsions, the main 
body of blood gushes into the ventricular sys- 
tem producing acute ventricular dilatation and 
rapid death of the patient. If an interval of 
apparent recovery preceding death is present, the 
case is more likely to be a Type I. Death in 
Type 2 cases is on the basis of the acute internal 
hematocephalus with secondary medullary com- 
pression. It is felt that blood clotting in the 
aqueduct of Sylvius with further bleeding be- 
hind the ventricular obstruction, is responsible 
for the lateral and third ventricles being dilated 
without dilatation of the aqueduct of Sylvius 
and fourth ventricle. Decerebrate rigidity in 
these cases is felt to be caused by forces acting 
directly on the midbrain from increased intra- 
ventricular pressure, which produces a herniation 
of the midbrain through the incisura of the 
tentorium with, at times, the production of brain 
stem hemorrhages. The pathologic lesions re- 
sponsible for pure Type 2 intraventricular hem- 
orrhages must, of necesssity, be diseased blood 
vessels of moderate to large size lying in the 
ventricle or just beneath the ventricular surface. 
Fig. 4 demonstrates a pure acute internal hem- 
atocephalus. This patient ruptured a cirsoid 
aneurysm of the right lateral ventricle with the 
production of the above clinical picture. Al- 
though the lateral and third ventricles are 
markedly dilated, the fourth ventricle and basal 
cisternae contained only a minimum amount 
of blood. In this patient the inadvisability of 
lumbar puncture in the face of decerebrate 
rigidity was demonstrated in that the respira- 
tory system collapsed as soon as the bloody 
spinal fluid was allowed to escape. The patient’s 
respirations never began and, in spite of arti- 
ficial respiration, the cardiovascular system col- 
lapsed at the end of one and a half hours. 


Type 3.—The vascular lesions in Type 3 in- 
traventricular hemorrhage result in a pathologic 
picture of clotted blood obstructing the ven- 
tricular system with a subacute internal hydro- 
cephalus (Fig. 5). The primary pathologic fea- 
tures are: (1) obstruction of the ventricular 
system by a blood clot in either the third ven- 
tricle or aqueduct of Sylvius. (2) Ventricular 
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dilatation due to a hydrocephalus behind the 
block, and (3) Evidences of increased intra- 
cranial pressure, such as midbrain herniation 
and cerebellar pressure cones. 

The clinical picture of this group varied again 
within wide range depending upon the primary 
site of hemorrhage. If this site was intraven- 
tricular, no localizing neurologic signs would be 
present, but if the rupture site was intracerebral 
with rupture into the ventricle a variable neu- 
rologic picture would be seen. These differ from 
Type 2 in that arrest of the intraventricular 
bleeding occurs before acute internal hemato- 
cephalus is produced. Instead, obstruction of the 
ventricular system produces a subacute internal 
hydrocephalus. 

These cases pathologically parallel the dog 
brains in which death occurred after an interval 
subsequent to an intraventricular hemorrhage. 
The typical story is one of cerebrovascular ac- 
cident from which the patient rallies only later 
to become comatose, develop signs of decerebrate 
rigidity and die. This differs clinically from the 
typical Type 1 in that the time interval of 
apparent recovery is more prolonged. 


Type 4.—The pathologic picture of this lesion 
is that of a primary hemorrhage into the pons 
with secondary intraventricular rupture (Fig. 6). 
The clinical picture can, in all respects, mimic 


Fig. 5 
Type 3 intraventricular hemorrhage. Note blood clot in- 
completely filling the ventricle and obstructing the flow of 
cerebrospinal jfluid with resultant internal hydrocephalus. 
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the classical symptomatology outlined by Steel,‘ 
whether it ruptures into the ventricle or not. 
When these pontine hemorrhages rupture into 
the ventricle only minimal back bleeding into 
the ventricles occurs. The intraventricular hem- 
orrhage is not felt to be the important factor in 
the production of death. The pontine lesion 
per se, produces bilateral Babinski sign, con- 
stricted pupils, equal and fixed, profound un- 
consciousness and decerebrate rigidity. Death 
results from contiguous edema or destruction of 
the medullary and diencephalic structures. Death 
in these cases ensues in a matter of a few hours. 


Type 5.—The pathologic characteristic of this 
type of intraventricular hemorrhage is rupture 
into the ventricle of an intracerebral hemorrhage 
associated with dissection of blood from the 
hemisphere into the brain stem (Fig. 7). The 
clinical picture again varies with the location 
and size of the intracerebral lesion and _ the 
location and size of the blood dissection into the 
brain stem. These cases tend to show unilateral 
localizing signs which shade over into de- 
cerebrate rigidity. This type, in reality, is a 
combination of Type 1 or Type 2 with a brain 
stem lesion; therefore, death can be caused by 
(1) involvement of vital midbrain structures 
by hemorrhage or contiguous edema, (2) from 
pressure, or (3) from acute intraventricular 
pressure. 


Type 6.—The major pathologic feature of 
this type of lesion is the rupture of a major 


Fig. 6 
Type 4 intraventricular hemorrhage. 
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vessel of the circle of Willis, first into the sub- 
arachnoid space, then later into the hypothal- 
amus and then into the ventricle (Fig. 8). The 
clinical picture is that of spontaneous subarach- 
noid hemorrhage followed by coma and hypo- 
thalamic dysfunction resulting in death within 
a few hours. These patients usually die as a 
result of hypothalamic dysfunction although, if 
the bleeding is massive, death may occur from 
acute increased intraventricular pressure. The 
likelihood of early rebleeding from a congenital 
aneurysm dissecting its way into the ventricle is 
great, as the subarachnoid spaces are obliterated 
by clotted blood and the ventricle becomes the 
line of least resistance. 


DISCUSSION 


Our studies in intraventricular hemorrhage 
have served to emphasize to us the importance 
of obstruction of the ventricular system. As we 
have seen, death in Types 1, 2 and 3 may be 
due to ventricular obstruction and its sequelae. 
It is interesting to note in connection with these 
studies that Kahn’ reported experiments on the 
effects of elevating the intraventricular pressure 
without the concurrent elevation of cisternal 
pressure. In his dogs he noted that, 

“One of the consequences of high intraventricular and 


relatively low cisternal pressure was the herniation of 
the brain stem into the foramen magnum.” 


He felt that this probably gave rise to the 
respiratory and circulatory effects noted. He 
did, however, feel that herniation of the mesen- 


3 


nd 
Fig. 7 
Type 5 intraventricular hemorrhage. 
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cephalon through the incisura of the tentorium 
consequent to an elevation of the intraventricular 
pressure could possibly account for the effects 
on blood pressure and respiration. 


In our studies we have been impressed by 
the production of decerebrate rigidity in both 
our dogs and clinical cases. It was our im- 
pression that this state was the result of path- 
ologic changes in the brain stem in the region 
of the mesencephalon. The production of mesen- 
cephalic hemorrhages, in these cases, was caused 
probably by this type of herniation with forces 
acting directly on the brain stem. In the pro- 
duction of Type 1 hemorrhage the decerebrate 
rigidity was thought to be on a basis of midbrain 
pressure caused by herniation of the uncinate 
gyrus. There was another possible explanation 
of this decerebrate rigidity. Herniation of the 
uncus and pressure on the mesencephalon had 
a tendency to produce aqueductal obstruction. 
With the release of blood into the ventricles a 
sudden rise in intraventricular pressure produced 
death at a lower pressure than was ordinarily 
required. This statement is made on the basis 
of Kahn’s observation,’ “After insult to the 
medullary centers consequent to states of high 
intraventricular pressure and low cisternal pres- 
sure these centers became embarrassed at lower 
levels of pressure,” with back pressure of cere- 
brospinal fluid caused by aqueductal stenosis 
which was considered the initial insult to the 
medullary centers. 


The clinical picture of hemorrhage into the 


Fig. 8 
Type 6 intraventricular hemorrhage. 
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ventricles was found varied and not clinically 
recognizable by the criteria outlined by Steel.® 
It was noted that mesencephalic hemorrhages 
produced a syndrome clinically indistinguishable 
from the above classical syndrome of intra- 
ventricular hemorrhage. The variation of symp- 
tomatology of our six types was explained on 
a closer analysis of the varied pathologic changes. 

In the clinical consideration of intraventricular 
hemorrhage the diagnosis can be facilitated 
by reasoning along the following lines. Intra- 
ventricular hemorrhage should be suspected if 
one observes any »f the following syndromes: 


(1) Hemiplegia with, or without, associated 
Jacksonian seizures, which shows sustained un- 
consciousness followed by decerebrate rigidity. 


(2) Sudden unconsciousness associated with 
almost simultaneous decerebrate rigidity. 


(3) Signs of cerebrovascular accident from 
which the patient rallies to a greater or lesser 
extent, followed by a progressive downward 
trend of consciousness associated with decere- 
brate rigidity. 


(4) Signs of spontaneous subarachnoid hem- 
orrhage with a short period of apparent re- 
covery followed by sudden prolonged uncon- 
sciousness. 


SUMMARY 


(1) Intraventricular hemorrhage experiment- 
ally produced in dogs and studied in clinical 
autopsied cases suggests that intraventricular 
pressure plays a major role in the production of 
symptoms and death. 


(2) Intraventricular hemorrhage has been 
classified into six pathologic groups. 


(3) Intraventricular hemorrhage presents no 
one classical syndrome. 


(4) Four clinical syndromes have been pre- 
sented which should lead the clinician to sus- 
pect intraventricular hemorrhage. 
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THE SURGICAL MANAGEMENT OF 
INFECTED URACHAL CYSTS* 


A CASE ASSOCIATED WITH NEUROLOGIC 
DISEASE OF THE BLADDER 


By HERBERT BRENDLER, M.D., 
Perry B. Hupson, M.D. 
and 
WALLACE Scott, M.D. 
Baltimore, Maryland 


The rarity of clinically manifest urachal cysts 
is attested to by the fact that only about 100 
cases have been reported in the literature. This 
is not difficult to understand when one considers 
that the cysts generally cause no symptoms, un- 
less infection supervenes.? In the event of the 
latter, the history is usually one of rapid develop- 
ment of a cystic suprapubic mass, which is ex- 
quisitely tender, and which is easily confused 
with an overdistended bladder. Other symptoms 
include protracted fever often associated with 
chills, nausea, and vomiting. Symptoms of 
urinary tract infection, such as frequency, urg- 
ency, and burning, are commonly present, as a 
result of the tendency of these cysts to expel 
their contents into the bladder. 


Careful anatomical studies have demonstrated 
the potential patency of the adult urachus in 
about one-third of all individuals.'! The role of 
mechanical obstruction to urinary outflow in 
the causation of urachal cysts have been empha- 
sized in the past. In this report, a case of neuro- 
genic dysfunction of the bladder will be con- 
sidered, which led to the development of a 
urachal cyst. 

Several classifications of urachal abnormalities 
have been proposed,° and it is unnecessary to 
enlarge upon these. It seems sufficient to recall 
that urachal cysts, which represent dilatations 


*Received for publication June 25, 1947. 


*From the James Buchanan Brady Urological Institute, the 
Johns Hopkins Hospital, Baltimore, Md. 
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of an unfused portion of the primitive allantoic 
stalk, usually occur in the lower one-third of 
the space between the umbilicus and the bladder 
vertex. They lie posterior to the rectus ab- 
dominis muscles and transversalis fascia, and im- 
mediately anterior to the parietal peritoneum, 
to which they are intimately bound in most in- 
stances. They may contain urine, epithelial 
debris, mucinous material, cholesterol and, when 
infected, pus. As has been stated above, urinary 
obstruction at the bladder neck or distally, plays 
a major part in their development. However, as 
Colston’ has suggested, they may occasionally 
form as the consequence of secretory activity of 
the lining epithelium. Urachal cysts exhibit no 
propensity for spontaneous absorption, but, in- 
deed, will either empty forcibly into the bladder 
through the stenotic meatus at the vertex, or 
else rupture elsewhere, with consequent ex- 
pulsion of contents into tissue planes or, as has 
been reported, into the general peritoneal 
cavity.5 

The diagnosis of infected urachal cysts is best 
made from the history and physical findings. 
The most careful cystoscopy more often than not 
will fail to disclose the urachal meatus, because 
of the minuteness of the opening. The intense 
inflammatory reaction in the bladder will also 
militate against accurate visualization of the 
orifice. Compression of the mass at the time 
of cystoscopy may force some of the contents 
into the bladder. This was done in the case to 
be reported, but is inadvisable because of the 
danger of intraperitoneal rupture. 

It has often been stated that cystography may 
be of aid in the diagnosis.° Here again, however, 
the small size of the orifice, as well as the intra- 
cystic pressure, usually preclude delineation of 
the cyst by this method. 

Surgical excision is the only effective method 
of dealing with this condition. If the cyst is 
acutely inflamed, and the site of an abscess, 
prior incision and drainage are advisable. It is 
frequently impossible to excise a urachal cyst 
without entering the general peritoneal cavity. 
However, a careful dissection should be per- 
formed, in an effort to avoid violation of the 
peritoneum, when this is anatomically possible.’ 
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CASE REPORT 


P. R. (Johns Hopkins Hospital, Harriet Lane Home, 
Unit A-32256), a white female infant, aged 2 months, 
was first admitted on October 4, 1943. Since birth, the 
parents had noted a mass in the left sacral region. No 
other pertinent facts were present in the history. Physi- 
cal examination disclosed spina bifida and a moderate 
sized meningocele, with apparently no associated 
neurologic abnormalities. Routine laboratory studies 
were essentially normal. A neurosurgical consultation 
rendered the opinion that operative repair of the men- 
ingocele was not indicated at that time. 

The child was readmitted in December, 1943, two 
months later, because of chronic obstipation. Regular 
rectal irrigations by the patient’s mother had entirely 
replaced the normal process of defecation. Abdominal 
examination disclosed the presence of palpable masses 
of feces which almost filled the colon. The anal sphincter 
was atonic, and the meningocele was found to have 
increased in size, now measuring 4 centimeters in diam- 
eter. No other neurologic abnormalities were discovered. 
Treatment consisted of relief of fecal impaction. Neuro- 
surgical repair of the meningocele was again deferred, 
and the child was discharged. 

The third admission occurred on September 3, 1946, at 
the age of 3, with the chief complaint of abdominal 
pain. The interval history revealed that the patient had 
continued to experience considerable bowel difficulty, 
and that she had never become continent of urine. For 
the preceding year, according to the parents, she had 
almost constantly run a low-grade fever. Physical ex- 
amination revealed a chronically ill, febrile child, com- 
plaining of moderately severe lower abdominal pain, 
confined chiefly to the hypogastrium. The abdomen was 
moderately distended, and an exquisitely tender mass 
described as bladder was palpable at the umbilicus. 
Neurologic examination was essentially negative, save 
for somewhat hyperactive deep reflexes. The meningo- 
cele had again increased in size, and now measured 6 
mentimeters in diameter. The urine was grossly in- 
fected. The blood non-protein nitrogen level was 81 
mg. per 100 c. c. Catheterization of the bladder yielded 
175 c. c. but only partially relieved the suprapubic 
enlargement, and a urological consultation suggested 
the possibility of urachal cyst with abscess formation. 
Cystoscopic examination disclosed marked trabeculation 
and an associated severe inflammatory reaction. No 
urachal opening was demonstrable, but compression of 
the mass caused it to collapse suddenly, with extrusion 
of considerable purulent material into the bladder. 
Retrograde urograms disclosed chronic pyelonephritis 
and ureteritis bilaterally. Bacteriological studies were 
corroborative, E. coli and A. aerogenes being identified 
in the kidney cultures. 

Initial treatment consisted of indwelling urethral 
catheter drainage and sulfadiazine, in an effort to com- 
bat the uremia and urinary tract infection. The child’s 
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general condition improved satisfactorily on this regime. 
She became comparatively afebrile, and the blood non- 
protein nitrogen fell to 40 mg. per 100 c. c. No re- 
currence of the urachal cyst was palpable. 


One month after admission suprapubic exploration 
was carried out. A thick-walled cyst was identified, 
densely adherent to the transversalis fascia, and in its 
upper reaches, to the posterior rectus sheath, as well 
as to the peritoneum. During the dissection, inadvertent 
laparotomy occurred, with spillage of about 25 c. c. 
of purulent material. The cyst and adherent peritoneum 
were excised as completely as possible, and the remainder 
saucerized. No urachal opening could be discerned, 
but the crown of the bladder was extirpated, in order 
to remove the remains of the duct. Although the bladder 
neck was more relaxed than normal, it was thought 
wise to perform a wedge resection of the floor with the 
cutting current, in order to diminish the resistance to 
urinary outflow as much as possible. Suprapubic 
catheter drainage was instituted, and closure of the 
abdominal wound effected in layers. To insure extra- 
peritonealization of the bladder, the linea semilunaris 
was tacked to the posterior aspect. The perivesical 
spaces were drained, and a small urethral catheter left 
in place. 


Postoperatively, the patient did fairly well. The 
suprapubic catheter was removed on the eighth day, 
and this was followed by partial breakdown at the 
lower angle of the wound. Healing progressed satis- 
factorily thereafter. On the eighteenth day the patient 
inadvertently removed the urethral catheter. She was 
discharged on tne twenty-fourth day, still totally in- 
continent, but with considerable improvement in her 
general condition and urinary tract infection. Neurologic 
evaluation of the bladder, with a view toward future 
plastic repair of the sphincter mechanism, was deferred 
until the child became older. 


SUMMARY 


A case of infected urachal cyst has been cited. 
The causative role of urinary obstruction in the 
formation of these cysts is discussed. In this in- 
stance, neurogenic dysfunction of the bladder 
with resultant stasis was the probable obstruct- 
ing factor. The surgical management is described 
in detail. 
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SOME MEDICO-LEGAL ASPECTS 
OF TRAUMATIC CATARACT* 


By C. A. Ciapp, M.D. 
Baltimore, Maryland 


In 1937 at the meeting of this Association in 
New Orleans, I read a paper upon “Traumatic 
Cataract from the Practical and Medico-Legal 
Aspects.” Today I wish to stress some of the 
problems facing the surgeon purely from the 
medico-legal standpoint. 

Since there are in this country in the neigh- 
borhood of 300,000 eye injuries every year, and 
since of those presenting permanent disability 
about 15 per cent are due to lens opacities, every 
eye surgeon handling these cases will be called 
to testify not only as a witness as to fact, but 
also as au expert witness. Eye surgeons should 
therefore be familiar with medico-legal practices. 

I should like to call attention again to the four 
main causes of traumatic cataract: 

(1) Penetrating wound cataract. 

(2) Contusion cataract. 

(3) Concussion cataract. 

(4) Secondary cataract due to trauma. 

Purposely I have eliminated the various forms 
of radiation cataract which of course may be 
compensable, which may become medico-legal 
problems and require our testimony, but which 
do not occur in the ordinary run of industrial 
surgery. 


Penetrating W ound Cataract.—Let us first con- 
sider the penetrating wound cataract. If the 
accident is recent, the surgeon will, as a rule, 
have little difficulty in arriving at a definite 
knowledge as to whether the lens is injured, un- 
less there is an excessive amount of blood in 
the anterior chamber, in which case as resolution 
takes place the amount of lens damage readily 
becomes apparent. In a few cases a penetrating 
wound may have occurred in the ciliary region 
or even posteriorly, and the equator or even the 
posterior capsule may have been punctured, in 


*Read in General Clinical Session, Baltimore Day, Southern 
Medical Association, Forty-First Annual Meeting, Baltimore, 
Maryland, November 24-26, 1947. 
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which case it may be necessary to wait for a 
month or more to be sure that general clouding 
of the lens does not occur. If the capsule has 
been penetrated, the eye must be kept under 
observation for a month, and frequently several 
months, to be sure that the opacity which has re- 
sulted is not progressive. If the outlines of the 
opacity become distinct, no increase in size has 
occurred and vision has been stationary, say 
20/40, for some time, a final report as to per- 
manent disability may be made. However, the 
physician should make it clear that in case the 
lens later becomes entirely opaque the patient 
should have the right to reopen the case. A few 
cases have been recorded where a sharp needle- 
like foreign body had passed entirely through 
the lens, leaving only a small opacity in the 
capsule and with no general clouding of the lens. 
I have seen a case of a small puncture wound of 
the anterior capsule close without general cloud- 
ing, but such an accident with the retention of 
good vision is very unusual. In all cases of pene- 
trating wound cataract it is as a rule a condition 
that is so definite that it is comparatively easy to 
give positive testimony. 

In case a traumatic cataract progresses to 
almost complete loss of vision and then remains 
stationary, the oculist should advise the removal 
of this obstruction. In a recent publication, 
“Industrial Ophthalmology,” it is recommended 
to refrain from removal of a traumatic cataract 
since binocular vision is never attained. To be 
sure, binocular vision is seldom attained, but 
occasionally it is developed. It is most essential 
to give a worker as large a field of vision as 
possible, and certainly the safety of a man in a 
hazardous occupation is greatly improved if he 
does not have a blind side. 


Contusion Cataract—In the cases where a 
blow is received directly on the eye, especially 
those cases in which the blow is in the ciliary 
region and where within a few days an opacity 
of the lens develops proximal to the point of 
injury, one can certify quite certainly that the 
patient has lenticular opacity due to the injury. 
Again it is necessary to watch these cases for 
several months in order to determine whether 
the cataract is stationary or progressive. As in 
penetrating wound cataract, if there is no in- 
crease in size of the opacity after three months 


CLAPP: TRAUMATIC CATARACT 999 


and no increase in visual loss, then in most cases 
the final report can be made out with the pro- 
vision that if complete cataract should develop, 
the case could be reopened. 


Concussion Cataract.—While it is easy to be 
certain in testifying cases of penetrating wound 
cataract and fairly certain in some cases of 
contusion cataract, it is almost impossible to be 
certain in those cases which we diagnose as 
concussion cataract. In making a diagnosis of 
concussion cataract one should take particular 
note as to previous history. High divers and 
those falling from a height have been found at 
times to develop cataracts. Repeated blows upon 
a rabbit’s cornea will develop a lenticular opacity. 
It is possible that the capsule is ruptured by such 
trauma, but such rupture must be hidden since 
it is not visible with the slit-lamp. Dyer, how- 
ever, upon careful study of the eyes of a criminal 
who was hanged did find a rupture of the an- 
terior capsule, and dogs which were executed in 
a similar manner also showed rupture of the 
anterior capsule. I would infer, however, that 
most of our concussion cases are not caused by 
such a procedure. 

The typical cases of rosette cataract which 
develop a month or more after a severe blow 
upon the head, can be classified with a consider- 
able degree of certainty as concussion cataract. 
On the other hand, the opacity might have been 
present before the alleged accident since few of 
these cases have been thoroughly examined before 
the accident. In these cases we can only testify 
as an expert witness. As a witness of fact we 
can only testify as to the patient’s having a lens 
opacity, and only when we express an opinion is 
our testimony of value. In testifying one should 
be careful about being too definite in his state- 
ments. I recall a case in which an oculist ex- 
amined a patient slightly over two years after 
an accident and then testified that the accident 
two years and ten days previously caused the 
opacity in the lens. Certainly no one can by 
looking at a lenticular opacity tell just how 
many days previously the accident took place 
which caused the clouding. The testimony should 
be that a lenticular opacity was found which in 
the witness’ opinion could have been caused by 
an accident some time previously such as had 
been described. 
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An individual may, after suffering a minor or 
even a major accident, upon self-testing, find 
that he does not see well out of one eye and 
confidently believe that the accident is the cause 
of the disability. Examination of the eyes may 
disclose that he has a lenticular opacity in one 
eye. If, however, the examination shows that 
this opacity is largely nuclear with an amber 
color in the posterior layers and especially if the 
vision is much improved by a concave lens, 
we can be very certain that trauma is not the 
cause of the opacity. 

Secondary cataracts as a result of trauma may 
be the result of a detached retina, an extensive 
vitreous hemorrhage, a traumatic iritis, or an 
irido-cyclitis. In nearly all of these complica- 
tions resulting from trauma the eye is usually 
blind. So as far as the lens opacity is con- 
cerned there is usually very little dispute. In 
testing the visual acuity in all these cases one 
must never forget to test for malingering since 
traumatic neurosis is extremely frequent. 


THE PIGMENTED, HAIRY AND WARTY 
NEVI AND THEIR RELATIONSHIP 
TO MALIGNANCY* 


By Eucene F. Travs, M.D. 
New York, New York 


Despite the great improvements that have 
been made in engineering and architecture the 
modern building still requires a basic foundation 
for all that is to follow. In our case the problem 
is not different. We must have a fundamental 
agreement upon terminology and classification, 
the basic ingredients of the foundation upon 
which alone our future knowledge of the sub- 
ject can be built. We must choose a founda- 
tion that is simple and about which basically 
there can be no controversy. With this in mind 
we must look at our terms as building blocks. 
The word, nevus, simply means a blemish or 
mark. It does not carry any implication of 
“being born with” as has been alleged. Hence 
since it does net date the time of appearance 
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of these marks and since a great majority appear 
after birth the term, nevus tardus, for example, 
is meaningless and when used suggests that the 
user does not appreciate this fact. Nor does the 
term nevus mean any special lesion. It can 
properly be applied to any lesion whether vas- 
cular or pigmented, but it should always carry 
with it a descriptive term such as nevus pig- 
mentosus et pilsus and even then such clinical 
designations can be only tentative and the exact 
classification can be made with finality only 
after microscopic examination. Some physicians 
have arbitrarily elected to limit the use of the 
term to those lesions which contain the so-called 
nevus cells. This is confusing, and fortunately 
it is not done universally. Actually we do not 
know exactly what nevus cells are, and are not 
yet entirely in agreement as to which marks 
contain nevus cells and which do not. The in- 
troduction of a controversy into the materials of 
our foundation should not occur. A nevus, there- 
fore, denotes nothing but a blemish or mark 
and the presence of nevus cells is not required 
to fulfill such a definition. The term “mole” is 
more of a lay term and of itself utterly mean- 
ingless, and the sooner we rid ourselves of it 
the better. There are many other such terms that 
should be eliminated not the least of which 
is “papilloma,” popular with surgeons who like 
to use this term to refer to every elevation of 
the skin regardless of its character. 


Before we can go on with our building we 
need some sort of scaffold or classification. Again 
it should be simple and relatively non-contro- 
versial. Because many different types of nevi 
are clinically almost indistinguishable one from 
another, a classification based upon clinical ap- 
pearances is not satisfactory. For example, the 
“nevus pigmentosus” may microscopically turn 
out to be a benign pigmentary nevus of Bloch, 
a junction nevus, an intradermal nevus or a 
blue nevus. We are, therefore, compelled to 
resort toa classification based upon microscopic 
appearances. Here immediately many differences 
of opinion arise upon cell origins, types and 
terminology. To eliminate controversy it seems 
best, therefore, to base a classification not upon 
the minutiae of anatomical structure but upon 
the simple location or level at which the nevus 
is found. Passing downward from the epidermis 
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the following classification utilizes this simple 
thesis:! 2 

(1) Intra-epidermal nevus: changes lie entirely within 
the epidermis. 

(2) Junction nevus: located at the junction of the 
epidermis and the cutis. 

(3) Intradermal nevus: lying entirely in the cutis 
or derma and separated from the epidermis by layers 
of cells. 


(4) Blue nevus: a special type of intradermal nevus 
situated similarly to number 3 and composed of cells 
of connective tissue origin. 


(5) Mixed types: unfortunately all of the above do 
not run 100 per cent true to type but are quite fre- 
quently mixed in character. For example we may see 
an intra-epidermal and intradermal nevus in the same 
section or a junction nevus and a blue nevus in the 
same slide and so on. All possible combinations may be 
and have been seen. 

The points of information of greatest im- 
portance in arriving at a clinical diagnosis and 
determining the prognosis of any of the pig- 
mented, hairy and warty nevi are the following: 

(1) Age of patient. Malignant change is 
rare before the age of adolescence. 

(2) Age of duration of the lesion. One of the 
most important of all points and apparently not 
generally understood. The pigmented junction 
type nevus that is present from birth or early 
infancy that becomes a nevocarcinoma (malig- 
nant melanoma) differs in a number of vital 
respects from a similar lesion that did not 
appear until adolescence or later in life. They 
compare as follows: 

A B 
Appear early Appear later in life. 
Slow development. Rapid development. 
Metastasize slowly and Rapid metastasis with gen- 


locally for long time. eralization. 
Appear same clinically and Appear same clinically and 
microscopically. microscopically. 
Prognosis relatively good. | Prognosis bad. 


Fair percentage of cures 
even if recognized after 
metastasis. 

These differences account for lack of uni- 
formity in statistics and figures on cures in 
various series of cases. 

(3) Character of lesion 

(a) Smooth, flat, slightly elevated. 

(b) Warty, soft, hard. 

(c) Hairy or non-hairy (that is, hairs not 
essential part of nevus). 


Few if any cures unless 


recognized very early. 
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(d) Color, brown, black, bluish black. 
(e) Depth, superficial or deep. 
(4) Status of lesion 
(a) Stationary. 
(b) Increasing in size. 
(c) Change in color (usually increase of 
pigmentation). 
(d) Inflammatory reaction present. 
(e) Bleeding, late symptom. 
(f) Ulceration, late symptom. 
(g) Pain, late symptom. 


(5) Location: two points are of importance. 

(a) The exact location on the body: toe, 
finger, etc., sites of extreme 
trauma, or in areas relatively free 
of trauma. 

(b) The exact location or level at which 
the nevus occurs in the skin, as 
for example in the epidermis, or 
in the cutis. 

(6) Metastasis: in the case of grouped or mul- 
tiple lesions or regional node enlargement, the 
question of possible metastasis arises. Even this 
at times may present a problem as illustrated in 
the following brief case report. 


Baby T. P. Z., age 16 months, was seen because of 
a smooth, pigmented nevus with a few fine and coarse 
hairs, present since birth occupying an area in the center 
of the left cheek measuring approximately 5 cm. in its 
greatest diameter. A color change, evidenced by deepen- 
ing of the brownish black color had occurred in the 
center of the lesion which had also become more elevated 
centrally. The patient was presented at the New York 
Dermatological Society} meeting January 27, 1942. 
Various opinions as to whether the nevus was benign or 
malignant were expressed. Treatment suggestions ranged 
from leaving it alone to applications of carbon dioxide 
snow, to complete plastic removal. The lesion was com- 
pletely excised and Thiersch grafted from skin taken 
from his leg. Within one year a number of peculiar 
stellate pigmented areas developed in the graft. These 
gradually became elevated and lost their stellate con- 
figuration to assume the size and shape of smooth 
papules or small nodules. Tiny submental lymph nodes 
were also discovered on both sides but principally on 
the left side. The question of metastasis at once arose 
since the réport on the removed tissue was nevocar- 
cinoma. Because I felt that the small pigmented nodules 
did not have the appearance of the usual metastic 
nodes, the child was simply kept under observation. 
Gradual disappearance of the lymph nodes followed 
removal of the tonsils. Six years have now elapsed since 
the operation and only the tiny pigmented papules 
remain in the graft area. This is to be excised to im- 
prove the appearance of the depressed grafted portion 
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and the hypertrophic scarring about the edges and to 
determine the exact nature of the tiny pigmented 
growths. 

The case indicates the difficulty in appraising 
the significance of possible metastatic lesions in 
a case in which the histopathological report on 
the original lesion was nevocarcinoma. It also 
appears to confirm the fact that the prognosis 
of nevocarcinoma developing in a pigmented 
nevus present from birth or earliest infancy is 
definitely better, as I have repeatedly stressed, 
than in those cases where nevocarcinoma de- 
velops from pigmented marks that have sud- 
denly appeared later in life and have developed 
rapidly. 

How does our scaffold or classification help 
us in the differentiation of the various nevi in 
this group? 


In the first place the level at which they 
occur is of some diagnostic help and this point 
had not been sufficiently stressed. The intra- 
epidermal nevi for example appear either to sit 
upon the epidermis, showing elevation and not 
depth, or they lie in the epidermis showing 
neither appreciable elevation nor depth. The 
best example of the latter is the benign pig- 
mented epithelial nevus (Bloch) in which the 
sole change is an increase of pigment in the epi- 
dermis. As the skin surface in such a lesion is 
always smooth, non-warty and devoid of hair, 
as an essential part of the nevus, it can readily 
be mistaken for a junction nevus. The absence 
of elevation or depth therefore is one of the 
best differential diagnostic points between the 
two. Fortunately the Bloch nevus is rare. The 
more classical examples of the intra-epidermal 
nevi being the “nevus verrucosus” which may 
also have some slight pigment or rarely hairs. 
In these nevi the warty character is the striking 
feature with pigmentation secondary. Here the 
lack of depth with obvious elevation may be of 
real diagnostic help. The intra-epidermal nevi 
may terminate as epitheliomas (not the benign 
Bloch type) but never as nevocarcinoma. Thus 
it may be seen that our scaffold has an added 
value. It gives us an absolutely accurate prog- 
nosis and we no longer need guess as to the 
possible or probable outcome of our different 
types of uevi. 


The junction nevus with its activity in so- 
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called “nevus cells” at the epidermal-dermal 
junction closely resembling earliest nevocar- 
cinoma in its clinical and microscopic appear- 
ances is now rightfully looked upon as the pre- 
cursor of nevocarcinoma (malignant melanoma). 
All the glamour of the group of pigmented nevi 
belongs to this lesion. Clinically it may be 
confused with the various other pigmented nevi, 
the intra-epidermal, intradermal and blue nevus; 
nevocarcinoma, the pigmented basal cell epi- 
thelioma, angioma, hematoma, sarcoid, derma- 
tofibroma, pyogenic granuloma, hydrocystoma, 
Kaposi sarcoma, leukemia cutis, glomus tumor, 
tatoo mark (of ink or indelible pencil, into skin) 
and others that seem even further afield than 
some of those mentioned above. For example, 
hydrocystoma; twice in one year cases presenting 
a single lesion near the inner canthus of the eye 
were shown before the dermatological section of 
the New York Academy of Medicine because the 
bluish black color reflected from the distended 
sweat cysts led the presenters to believe they 
were nevocarcinomas. Microscopically most of 
the confusion can readily be cleared up but dif- 
ferentiation from the intradermal nevus and es- 
pecially the question of the presence of nevo- 
carcinoma is not always easily settled even 
imicroscopically. 


What are the usual clinical features of the 
junction nevus? The color is usually brown to 
brownish black, and while it may be slate blue or 
black most of those blue black lesions that I 
have removed proved to be blue nevi. Hairs 
are usually absent. If the nevus is in a naturally 
hairy area then of course hairs may be found but 
these do not represent an essential part of the 
nevus. Other characteristics are the fact that 
the mark is elevated and has some depth. It is 
smooth and generally not warty but this is not 
a constant feature. The size is variable but the 
lesions as a rule are not large, usually measuring 
from a few millimeters to one to two centimeters 
in size. However, rarely they may be more than 
3-5 cm. in diameter, or even larger. 


The microscopic features of the junction nevus 
are a hyperpigmentation due to an increased 
number of melanoblasts at the epidermo-dermal 
junction. The cells are not separated from the 
epidermis, as in intradermal nevi but “trickling 
off” and segration (development of theques) may 
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be found but not abundantly as in early nevo- 
carcinoma. Clear cells which may resemble 
Paget cells may also be present. The cells are of 
the embryonic (anaplastic) type. Hair follicles 
usually are not present. There is no inflamma- 
tory reaction. 


That there is great similarity between the 
microscopic picture of the junction nevus and 
the early nevocarcinoma is proven by the fact 


‘that our best histopathologists are in constant 


disagreement as to whether the findings in a 
given section are benign or malignant. Early 
nevocarcinoma presents usually one or more of 
the following features: there is much more segre- 
gation or theque formation than is seen usually 
in a junction nevus; embryonic or anaplastic 
cells are present; varying degrees of a mild in- 
flammatory reaction may be present; and 
mitotic figures generally may be found. In late 
nevocarcinoma the changes are so advanced that 
mistake is not possible. The cells are all large 
and anaplastic with the tendency to become 
round and vary somewhat in size and shape; the 
cytoplasm is not homogeneous but granular and 
nuclei are increased in size and cell walls are 
distinct. 


The removal of all junction nevi has been 
recommended. This is obviously absurd and 
entirely unfeasible. In the first place many pa- 
tients present literally hundreds (and I have 
seen at least one patient with over 1,000) junc- 
tion nevi. Nevocarcinoma is a rare complication. 
Therefore, if most junction nevi are only left en- 
tirely alone they do well. There are naturally a 
few exceptions. Junction nevi on the feet or on 
other body areas where they may be exposed to 
varying degrees of more or less constant trauma 
should be prophylactically removed. Also any 
junction nevus that appears suddenly in adult 
life and continues to grow should be excised. As 
stated before, these lesions which both clinically 
and microscopically are indistinguishable from 
those present from birth or earliest infancy, ex- 
hibit a greater tendency to growth and when 
nevocarcinoma develops from them the prognosis 
is grave. Metastasis is usually early and rapid 
and these cases are the rapidly fatal ones. 

I should not leave this subject without men- 
tioning the biopsy. Since it has been stressed 
that most of the nevi in this group are small 
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lesions and since I have pointed out repeatedly 
that nevi may not infrequently rather than rarely 
be mixed lesions it is far better to excise in toto 
such lesions. This gives the pathologist a better 
opportunity for correct microscopic diagnosis 
than if only a tiny bit of tissue is submitted and 
as most lesions may be excised anyway after the 
diagnosis it simply avoids an unnecessary step. 
Of course, in those few rare large nevi that may 
be encountered a biopsy may be performed but 
since in this entire group of nevi excision is the 
procedure of choice, if later treatment is con- 
templated even here the biopsy seems redundant. 
In excising a junction nevus only a sufficient 
margin need be removed to assure total extir- 
pation of the nevus. 


Since excision has been stressed as the treat- 
ment of choice for junction nevi the question may 
well be raised, “How is it that in the past many 
physicians treated these lesions with freezing, 
desiccation, electrolysis and other measures that 
were short of complete removal and possibly even 
irritating without more disastrous results?” 
There seem to me to be only two explanations: 
(1) that one seldom sees his own late bad re- 
sults. But this surely accounts for only a 
relatively few and the majority can only be ex- 
plained on the basis that: (2) most junction nevi 
treated in this fashion in my own past experi- 
ence were in infants or children. I have a strong 
feeling that while clinically and microscopically 
such junction nevi present from birth or early 
infancy appear absolutely similar to those junc- 
tion nevi which appear later in life, nevertheless 
they must possess vital differences that we thus 
far have not detected. Their difference in prog- 
nosis is so striking that this must be so. There- 
fore it is obvious that we must have two dis- 
similar lesions that we classify as junction nevi. 
The reason we had relatively few cases go bad 
in the past may have been because we were 
lucky enough to have treated the more benign 
variety of junction nevus. The danger, how- 
ever, now that we know much more about this 
lesion, is that because there are always excep- 
tions to every rule one cannot ever be sure in 
advance whether the junction nevus about to be 
treated is an extremely dangerous one or not. 
No one can be sure. Therefore, we are forced 
to either leave them alone or completely excise 
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them. I refer to the classic junction type which 
when typical is smooth, elevated, non-warty, 
non-hairy and pigmented brown to brownish 
black. It is my personal opinion that a better 
cosmetic result can be obtained in the majority, 
if not in all, pigmented hairy and warty nevi 
by surgical removal than by an other method. 


Intradermal Nevi.—The intradermal nevus is 
undoubtedly the most common of all the nevi in 
this group with the junction nevus probably 
ranking next in frequency followed in turn by 
the intra-epidermal nevus. The blue nevus is 
encountered less often but is by no means so 
rare as was once supposed. The pure intradermal 
nevus is a benign lesion and always remains 
benign. Only when mixed with one of the other 
types of nevi does the possibility of malignant 
change arise. Because the nevus cells lie at a 
depth in the cutis in nests and strands well be- 
low the epidermal-dermal junction one might 
suppose that this nevus would give the clinical 
impression of lying at a depth as does the blue 
nevus. But on the contrary as one looks at these 
flesh colored or slightly pigmented nevi their 
abrupt elevation is striking and they appear as 
if they were more superficial than deeply located. 
Strangely enough superficial desiccation to skin 
level completely destroys them, though hairs if 
present may have to receive special treatment. 
The remarkable thing also is that following such 
removal, which seems utterly inadequate when 
looking at the histopathology, the nevi show no 
tendency to regrow. Occasionally reports have 
appeared in the literature that intradermal nevi 
terminated as basal cell epitheliomas. These 
errors have occurred because the patient gave the 
history that a “mole” preceded the appearance 
of the lesion diagnosed as an epithelioma or as 
a mistake in identity of a tricho-epithelioma. 
Even years of shaving over them with repeated 
cuts, seems to do them no harm. Most intra- 
dermal nevi do not appear until the age of 
puberty or later and while they may occur any- 
where they are most commonly found on the 
face. Single lesions may occur but much more 
frequently they are multiple. After reaching the 
size of several millimeters to about 1 cm. (except 
in the case of extremely large lesions present 
from birth) they usually remain stationary. The 
color varies from that of normal skin to dark 
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brown. Hairs are more generally present than 
not. 

Tieche* says of the blue nevus: “I am sure 
that for years this nevus, the blue black or slate 
black ‘mole’ was mistaken for a junction nevus 
or even for an early nevocarcinoma. It is a be- 
nign growth generally although rarely it may 
terminate as a melanosarcoma.” Montgomery 
and Kahler’ in a review of the reported cases 
felt that only one or two could be accepted as 
bona fide examples of such a change. The 
elongated spindle shaped nevus cells of the blue 
nevus are oi connective tissue origin and usually 
are found relatively deep in the cutis or about 
the adnexa. The amount of pigment present 
and its depth determines the color of the lesion. 
Not all are blue or blue black; rarely they may 
be dark brown or even a relatively light brown 
in color. The blue nevus is harmless and is only 
removed when situated in areas of extreme 
trauma or for diagnostic purposes to rule out 
nevocarcinoma or junction nevus. 


Thus far .our scaffold has been relatively 
secure and has helped us avoid pitfalls but the 
weak spot will out. Unfortunately combinations 
of the various types of nevi just enumerated 
occur. As this cannot be determined clinically 
it becomes extremely important to do micro- 
scopic examinations on all nevi in which the 
junction type is suspected of being present or in 
which any type of activity, color change or 
growth is observed to have occurred. Again one 
must be aware of the dangers that are possible 
but must also balance judgment by the fact 
that nevocarcinoma is rare. I emphasize this 
point again because I have been repeatedly asked, 
“Just what does one conscientiously advise a 
patient to do who happens to have many nevi of 
doubtful character?” Siemens® said that most 
individuals averaged having 20-30 cutaneous 
nevi. Even assuming that these figures are ex- 
aggerated it would indicate the impossibility of 
excising them all. Furthermore, as Nicholson’ 
said: “Melanomata are luckily uncommon, 
whereas pigmented nevi abound.” He believed 
that 90 per cent of all individuals had them and 
that the cells of these were most emphatically 
not predisposed to tumor formation to a degree 
in excess of the other tissues of the body. It is 
fortunately true that most nevi are benign and 
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the combination of an intradermal nevus and a 
junction nevus is not too important if it is not 
traumatized or tampered with. The same applies 
to combinations of intra-epidermal and blue nevi 
and so on. 


SUMMARY AND CONCLUSIONS 


(1) Again I urge the use of a common 
language that we all understand. 


(2) The adoption of the scaffold or classifi- 
cation submitted until such a time that our 
increased knowledge of fundamentals makes it 
possible to offer a better one. 


(3) The removal of intra-epidermal and intra- 
dermal nevi may be done without danger. Blue 
nevi may also be safely excised but this is 
recommended only under certain conditions. 


(4) Junction nevi are best left alone (ex- 
cept as noted) as it would be practically im- 
possible to excise them all. 


(5) Clinical distinctions between the various 
pigmented nevi are not always reliable; there- 
fore excision and microscopic examination should 
be done in all doubtful cases where any pro- 
cedure is indicated. 


(6) The use of acids, freezing, or desiccation 
for the treatment of junction nevi is not recom- 
mended. 


(7) Conceding the possible errors in differ- 
ential diagnosis from my own clinical experience, 
when you observe a nevus that is smooth, ele- 
vated, non-warty, non-hairy and deeply pig- 
mented (brown to brownish black) I would sug- 
gest that you assume for the sake of safety, that 
it is a junction type nevus even though it may 
be some other type, and either leave it alone if 
no activity or change in status has occurred or 
excise it. 
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CURRENT PROBLEMS IN CLINICAL 
ALLERGY* 


By Frank A. Suwon, M.D. 
Louisville, Kentucky 


The enumeration of the many accomplish- 
ments which have taken place in the field of 
clinical allergy, the problems which have been 
solved, would constitute an interesting and illum- 
inating presentation. The development of the 
concept of allergy late in the nineteenth century 
and its crystallization by von Pirquet early in 
the present century has been followed by rapid 
developments. A better understanding of certain 
infectious diseases, an extension of the concept 
of seasonal pollen hay fever and asthma to the 
analogous diseases resulting from perennial in- 
halation of numerous other substances suspended 
in the air as dust particles, a recognition of the 
fact that food and drug idiosyncrasies are usually 
manifestations of allergy, the development of the 
concept of atopy, the demonstration of the 
Prausnitz-Kiistner antibodies, the inclusion of 
several kinds of eczema and other morphologic 
types of skin disease as manifestations of allergy, 
the perfection of various technics for cutaneous 
testing, for standardization of test materials and 
for hyposensitization: these and many other de- 
velopments are essentially products of the twen- 
tieth century, developments which have occurred 
during the lifetime of men still living. To give 
an account of these, however, is not the purpose 
of this discussion. The present purpose is rather 
to present some of the current problems in 
clinical allergy, problems which remain to be 
solved. 


At the very outset let me say that any dis- 
cussion of this nature is necessarily colored by 
the past experience and personality of the author. 
What seems to be an important problem to one 
person does not necessarily seem so to another. 


DEFINITIONS AND LANGUAGE 


Of prime importance in clinical allergy, as in 
any subject, is the matter of accurate definition. 
We must be able to understand each other; we 


*Chairman’s Address, Section on Allergy, Southern Medical 
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must talk a common language or we shall not 
make progress. An excellent beginning in this 
matter has been made by a committee on nomen- 
clature which published its report in the Journal 
of Allergy, (12:202, Jan., 1941). I respectfully 
but strongly recommend that all of you who have 
not already done so read and study this report 
and in both speech and writing adhere to these 
definitions as closely as your respective con- 
sciences will permit, always remembering, of 
course, that as our subject develops, certain 
definitions will be expanded, modified, even 
changed entirely as dictated by newly acquired 
knowledge. Let us, for example, not contrast 
allergy with infection, but. rather let us draw a 
contrast between non-infective allergy of a speci- 
fied type and allergy of infection, or between the 
former and the non-allergic aspects of infection. 
Let us not refer to skin reactions but rather to 
skin reactions of the immediate, urticarial type; 
of the delayed, tuberculin type; or of the eczema- 
tous type. And let us not fail to state the method 
used in performing the tests, whether intra- 
cutaneous, scratch, puncture, patch, or inunction, 
and also the nature and strength of the extract 
or other test material used and the results of 
appropriate control tests. In the present dis- 
cussion the term allergy is used to designate a 
specifically acquired alteration in the capacity of 
living tissue to react. This alteration in capacity 
to react results from exposure to an exciting 
agent and is manifested upon reexposure to the 
same or to an immunologically related agent. 


THE ORIGIN, DEVELOPMENT AND SIGNIFICANCE 
OF ALLERGY 


Questions arise concerning the teleological sig- 
nificance of allergy. Invasion of the body by 
foreign substances, either living or non-living, is 
usually followed by a response, a reaction. Why 
does the body of man, of other animal species 
and even of plants resist invasion by foreign 
agents? Has the body learned over a period of 
countless ages (even before it became human) 
that certain foreign chemical compounds inter- 
fere with the chemical reactions taking place in 
its own cells, interfere with its own characteristic 
metabolism, and eventually lead to destruction? 
Those who offered resistance survived; those 
who did not perished. But some substances ap- 
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pear to be harmless to most individuals, even 
some living agents, as witness the numerous in- 
stances of symbiosis. It has been said that an 
“allergic individual” (which is an undesirable 
term. Everybody is allergic to some degree to 
many things; otherwise he could not survive) is 
abnormal only in the selection of his enemies. 
He owes his downfall not to the valor of his 
opponents but rather to his own over-enthusiastic 
defense. Can it be that foreign substances in- 
terfere not only with metabolism of the somatic 
cells but that their unrestricted invasion of and 
combination with the compounds of the germ 
plasm may su interfere with the processes of 
variation and inheritance as to constitute a 
crime against the process of organic evolution 
and hence an occurrence which the body simply 
cannot and will not (in the interest of evolution) 
tolerate? 


The altered reaction to the infectious agent, 
found in infectious disease, undoubtedly has, in 
a broad sense, a utilitarian aspect so far as the 
infected host is concerned. It also may have 
some harmful effects because it produces part 
of the signs and symptoms of the disease. The 
disease, as we know it, would not exist without 
the altered reaction of the host to the infectious 
agent or its products. The disease which would 
result, without such altered reaction of the host, 
might be more harmful in the biologic history of 
the race but it would not be the same disease. 
The disease, in other words, may be a necessary 
evil suffered by relatively few because, as you 
know, many individuals acquire immunity nat- 
urally without clinical disease. Some forms of 
allergy, for example, atopy, may represent a 
perversion of a teleologically beneficial phe- 
nomenon; it is difficult to see how they can serve 
a useful purpose. They are “just a curse,” a 
manifestation of an “over enthusiastic defense.” 
A gun serves its owner well when employed 
against a robber breaking into his house but 
when a friend is mistaken for a foe it would be 
better if the owner of the house had no gun at all. 

The predisposition to develop atopic hyper- 
sensitiveness is undoubtedly influenced by hered- 
ity but the inheritance is complicated and has 
not yet been placed in a definite mendelian pat- 
tern. Is there a constitutional predisposition to 
become sensitized to a specific allergenic de- 
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terminant, or to an immunologic group of sim- 
ilar allergens, or is the predisposition a general 
one, that is, not directed toward certain spe- 
cific allergens rather than toward others? Is the 
predisposition in existence for relatively short 
periods of time, for example, minutes, hours or 
days, or for longer periods, as months or years? 
It is not possible to produce atopic hypersensi- 
tiveness regularly, at will, even in atopic in- 
dividuals, by injection of allergens. Inhaled and 
ingested substances circulate in the blood (even 
in atopically predisposed individuals) in forms 
sufficiently unchanged so that they are able to 
react with antibodies in passively sensitized skin 
sites and yet hypersensitiveness to these sub- 
stances does not usually occur. 


These facts constitute strong evidence that 
the predisposition is not a general one present 
for long periods of time. As a matter of fact 
there are reasons for suspecting that the predis- 
position not only has some degree of specific 
direction but also that it is present for relatively 
short periods of time. Perhaps we cannot pro- 
duce atopic hypersensitiveness at will experi- 
mentally because we do not inject the right per- 
son at the right time with the right substance. 
The predisposition may occur at any age, even 
in utero. We do not know whether clinical atopy 
results from a single exposure to the allergen “a 
stroke when the iron is hot,” so to speak, or 
whether it is usually the result of repeated ex- 
posures to the same allergen. There appears to 
be no reason for assuming that repeated ex- 
posures are necessary. 

In contact-type eczema the development of 
allergy depends upon a predisposition of some 
sort, the nature of which is unknown. It appears 
not to be significantly influenced by heredity. 


ALLERGENIC INTERRELATIONSHIP 


Interesting and important problems arise in 
connection with sensitivities to several different 
members of a group of related substances, such 
as the cereal foods, legumes, fishes, certain 
groups of pollens, mammalian sera and danders. 
Antibody neutralization studies carried out thus 
far show that usually, but not always, one mem- 
ber of the group (and only one) is capable of 
neutralizing all antibodies (for the group). These 
studies suggest that the hypersensitiveness re- 


SIMON: CLINICAL ALLERGY 


1007 


sulted from exposure to one member of the group 
and that reactions to all other members are 
simply crossed reactions. The question arises, 
do antibodies vary greatly in their degree of 
specificity or do biologically related substances 
contain not only species- and organ-specific 
allergens but also numerous common allergenic 
determinants to which patients may become 
sensitized? Perhaps both possibilities exist. 


THE CHEMICAL BASIS OF ALLERGIC REACTIONS 


Certain allergic reactions are believed to be 
mediated by a soluble chemical substance, the 
H-substance. Considerable evidence has been 
brought forward to indicate that this substance 
is histamine. We should be cautious in assuming, 
however, that histamine is actually the sub- 
stance, or the only substance, involved in these 
reactions. We should remember also that the 
reactions referred to are only urticarial type re- 
actions (urticaria, hay fever, asthma). There is 
no evidence that histamine plays an important 
part in the delayed, tuberculin type of reaction 
or in the eczematous type reaction or in other 
types of allergic reactions. Patch tests with his- 
tamine, for example, do not produce eczematous 
reactions. 


PROBLEMS IN SPECIFIC CLINICAL 
MANIFESTATIONS OF ALLERGY 


The problem which arises in connection with 
the various clinical manifestations of allergy are 
so numerous that one can hope only to enumerate 
some of the more important ones in a presenta- 
tion of this type. 


Hay Fever—lIn spite of the large amount of 
work done on the chemistry of pollen allergens 
this subject cannot be regarded as settled. The 
discovery of fungi as causes of hay fever (and 
asthma) was a step forward, but there are other 
unidentified causes, perhaps some of them fungi. 
Not only is there the X hay fever of the South 
but there are also several other less clearly de- 
fined types of hay fever of unknown cause. The 
problem of the standardization of pollen ex- 
tracts is still with us. Its solution awaits the 
identification and isolation of the various pollen 
allergens. Biologic standardization of pollen 
and other allergenic extracts is impractical, if 
indeed, not impossible for several reasons, chief 
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among them being the fact that patients, on 
whom extracts would be standardized, vary tre- 
mendously in the degree of their sensitivity; 
and also the additional fact that various patients 
are probably not all sensitive to the same al- 
lergenic determinants in allergenic extracts or to 
the same determinants in the same degree. While 
it is true that the allergenic excitants (pollens 
and fungus spores) responsible for most cases 
of seasonal hay fever in this country have been 
identified, when we turn to a consideration of 
perennial allergic coryza we find that the major 
causes of this distressing condition have not 
yet been identified. Many of these causes are 
probably allergens. This field is deserving of 
thorough study. The mechanism of hyposensiti- 
zation presents many important problems, in- 
cluding that of the role played by the thermosta- 
ble antibody. The interaction of allergen, 
reagin and thermostable antibody in the blood 
and tissues presents interesting problems. 


Asthma.—Our knowledge of the pathologic 
physiology of bronchial asthma is based, to a 
considerable extent, upon indirect evidence, 
analogy and assumptions rather than upon 
directly observed facts. What is the relative 
importance of edema and congestion of the 
bronchial mucosa, of muscle contraction and of 
secretions in the bronchi? Are all cases of asthma 
characterized by allergy even though we may be 
unable to demonstrate the allergy in some cases? 
Do the epithelial tissues of the bronchi, including 
the glands, participate actively in the allergic re- 
action or is there allergy only of the sub- 
epithelial tissues? Does infection of the respir- 
atory tract produce asthma because of allergy of 
infection (bacterial allergy, virus allergy), per se, 
or is the asthma simply the result of an in- 
flammatory reaction in the bronchi of an asth- 


matically predisposed individual? It is indeed - 


a remarkable fact that bacterial allergy of the 
atopic type with reagins cannot usually be dem- 
onstrated in asthmatic patients (nor in any other 
type of patients). Shall we entertain seriously 
the concept of allergy to some autogenous sub- 
stance? The term “asthmatically predisposed 
individual” brings up the question of the nature 
of the atopically predisposed shock tissue. Is it 
possible that this shock tissue is the result of 
specific, relatively concentrated or localized 
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hypersensitiveness? Or is it a specific, localized 
non-allergic predisposition and, if so, what is its 
nature? An adequate and intelligent definition 
of the concept of atopy cannot be formulated 
until we have an answer to that question. The 
literature contains numerous references to “in- 
trinsic asthma” and “extrinsic asthma” and other 
terms having the same or similar significance. 
These terms serve a useful purpose, of course, 
and may be retained and used, but clinically it 
is not always easy to classify cases. In fact, some 
patients seem to have both intrinsic and extrinsic 
asthma. Some cases of apparent intrinsic asthma 
obtain complete relief following change in en- 
vironment and we then designate them as ex- 
trinsic. One wonders whether or not there is a 
“basic difference” between the two types, and 
if so in what does it consist? The possibility of 
nervous and psychic influences in the patho- 
genesis of asthma is a matter of considerable in- 
terest concerning which we have very little 
factual knowledge. 


Atopic Eczema.—In few, if any, of the clinical 
manifestations of allergy is there wider diver- 
gence of opinion and less actual knowledge re- 
garding etiology and pathogenesis than in atopic 
eczema. Among allergists the prevailing opinion 
is that the chief allergenic excitants are foods 
(although inhalants are also incriminated), that 
the shock tissue is located in the sub-epithelial 
part of the skin, and that the allergen reaches 
this tissue by way of the blood stream. Most 
allergists ascribe important clinical significance 
to the urticarial reactions to scratch or intra- 
cutaneous tests. Pediatricians as a group believe 
that foods are important causes in at least some 
cases but are disposed to place somewhat less 
value on skin tests. Dermatologists, like other 
physicians, differ widely in their opinions. Some 
do not believe that the disease has an allergic 
basis. Many others suspect the allergic nature 
of the disease but have little confidence in pres- 
ent methods of allergic investigation (as applied 
to this disease). It must be admitted that these 
methods have, thus far, not been very helpful. 
The evidence that the disease has an allergic 
basis, however, is very strong indeed. There 
certainly is need for a re-evaluation of the evi- 
dence concerning the etiology, pathology, patho- 
genesis and treatment of this distressing con- 
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dition. Time does not permit further discussion. 
However, I should like to hazard the opinion that 
the disease has an allergic basis, that the chief 
allergenic excitants are not the presently known 
foods and inhalants, that the epidermis including 
hair follicles and sweat glands, (possibly also the 
corium) plays an active role in the disease, that 
the allergen is usually not blood-borne, that 
urticarial skin reactions are usually of no eti- 
ologic significance and that further investigation, 
by the methods of allergy, will yield information 
which will enable us to have a much better 
understanding of this disease than is at present 
possible. 


Urticaria and Angioneurotic Edema.—These 
conditions are so frequently the result of allergy 
to foods, drugs, various biologic therapeutic 
products, or other known allergens, that the 
question arises as to whether or not these syn- 
dromes always have an allergic basis, even 
though, in many other cases, the allergenic ex- 
citants are not identified. It appears to be 
possible that many undiscovered allergenic ex- 
citants exist, that they may even arise within 
the patient’s own body as the result of chemical, 
and therefore immunological, alteration of tissue 
products. On the other hand, it appears to be 
equally possible that the hypothetical H-sub- 
stances which mediate urticarial wheals may 
arise directly without immunologic prerequisite. 
(This latter hypothesis, of course, applies not 
only to urticaria but to hay fever, asthma and 
other clinical manifestations in which allergens 
are not identified). Fertile fields of investiga- 
‘ion appear to include the basic physiology of 
wheal formation, the study of altered human 
tissue products as allergens, the investigation of 
certain cases of drug allergy in which conjugated 
substances, consisting of drug plus tissue pro- 
tein, appear to be the true allergens involved. 
I would like to recall to mind the fact that 
allergic urticarial skin reactions (in man) have 
been elicited by crystalline insulin and even by 
an extract of the human pituitary gland. I re- 
gard these as being firmly established facts. In 
this connection I wish to call attention to the 
remarkable phenomena associated with erythro- 
blastosis due to the Rh factor. In this disease 
antibodies produced by the mother destroy the 
erythrocytes of her own fetus. It is only one step 
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farther, and perhaps not such a large step, to the 
concept of the patient’s own antibodies injuring 
or destroying his own synovial membrane, kid- 
ney, blood vessels, or other tissues: tissues modi- 
fied perhaps as the result of invasion by micro- 
organisms or even as a result of non-infectious 
antigenic alteration. The possibility should also 
be considered that a substance, non-antigenic 
when in its proper location in the cells, becomes 
antigenic when in some other location under 
certain conditions. This, of course, is pure 
hypothesis. 


Contact-type Eczema—Among the many 
problems remaining in connection with this com- 
paratively well understood disease I mention 
only these. How frequently, if ever, is the hyper- 
sensitiveness sharply localized to a given skin 
area? By what mechanism does the entire skin 
surface become sensitized after a localized sensi- 
tizing application of allergen? Is the true al- 
lergen a conjugate composed of apparent allergen 
plus tissue protein? Is the shock tissue the 
epidermis only, or does the corium participate? 
To what extent is hyposensitization possible in 
this condition? 


Other Dermatoses—The entire subject of 
microbi-ids presents many unsolved problems 
and requires further study. There is opportunity 
only to mention the interesting subjects of fixed 
drug eruptions, of erythema nodosum, erythema 
multiforme, purpurea and other morphologic 
types of dermatoses which sometimes, at least, 
have an allergic basis. 


Gastro-intestinal Aller gy.—Gastro-intestinal 
symptoms from idiosyncrasy to foods, drugs or 
condiments are of common occurrence. To what 
extent are these symptoms due to specifically 
acquired alterations in reaction capacity (al- 
lergy) and to what extent are they based upon 
non-allergic mechanisms? How shall we explain 
those cases in which symptoms follow the inges- 
tion of a food but in which skin tests are negative 
to that food? Is the true allergen ever a partially 
digested food? Or is the allergy limited to the 
gastro-intestinal tract? Is the shock tissue the 
blood vessels, the connective tissue, the smooth 
muscle, the epithelium or a combination of these? 
What is the pathologic mechanism involved? 
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MIGRAINE, ALLERGIC HEADACHE, NON-REAGINIC 
FOOD ALLERGY 


Some of the problems involved in these con- 
ditions are similar to those in gastro-intestinal 
allergy. Skin reactions are usually (indeed, 
characteristically) negative, even to those foods 
which precipitate symptoms. Are there H-sub- 
stances involved and may they be liberated by 
an allergic mechanism and also directly without 
allergy? Of what value is the pulse rate in 
identifying offending foods? What is the path- 
ologic physiology of allergic headache? 


Other Clinical Manifestations of Allergy.— 
Further studies based upon the concept of 
allergy are indicated in many other diseases, for 
example: in purpura, post-scarletinal and other 


types of nephritis, certain cases of hepatitis, — 


acute rheumatic fever, chronic arthritis, granv!o- 
cytopenia and other blood dyscrasias, certain 
cases of angina pectoris, epilepsy, Loffler’s 
syndrome, certain vascular diseases such as 
thromboangiitis obliterans, periarteritis nodosa, 
many infectious diseases and their complications 
and sequelae, due to bacteria, fungi, viruses, 
Rickettsia, protozoa. We should always re- 
member that to explain a phenomenon as being 
allergic is simply to place it in a class with other 
known phenomena of the same general nature. 
These phenomena may be, and really are, sus- 
ceptible of further sub-classification, and fur- 
thermore the phenomena of allergy itself require 
further explanation. 


A NEWER TREATMENT FOR SCABIES* 
(SUPPLEMENTARY REPORT) 


By Harry M. Rosinson, Jr., M.D. 
and 
Harry M. Rosrnson, M.D. 
Baltimore, Maryland 


It is interesting to note that prior to the 
discovery of the etiologic factor of scabies, 
sulphur had been used as a therapeutic measure, 


and in ancient times in Mesopotania and later 


*Read in General Clinical Session, Baltimore Day, Southern 


Medical Association, Forty-First Annual Meeting, Baltimore, 
Maryland, November 24-26, 1947. 


*From the Department of Dermatology, University of Maryland. 
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in Rome, hot sulphur baths were found to be 
curative. In 1685, Bonomi! specifically men- 
tioned the treatment of scabies with sulphur 
ointments and baths. Bonomo and Cestoni? 
were the first to demonstrate the specific cause 
for any disease by discovering the itch mite in 
1687. It was not, however, until 1834 that 
Raspail and Renucci> definitely proved the 
Sarcoptes scabiei to be the cause of scabies. In 
the course of many years numerous other drugs 
and their various preparations have been ad- 
vised as curative measures, such as betanaphthol, 
balsam of Peru, tar, styrax and cresol. Sulphur 
is the only one of these drugs which has with- 
stood the test of time. It was proved to be the 
most reliable drug among this group and still 
occupies a prominent place in the treatment of 
scabies. 

Scabies is frequently complicated by second- 
ary pyogenic infection, so that two therapeutic 
problems must be faced: eradication of the 
animal parasite and treatment of the pyogenic 
dermatitis. While it is conceded by all investi- 
gators that topical application of sulphur in 
its several forms, as well as betanaphthol, 
balsam of Peru, tar, styrax and cresol are ef- 
ficient as scabicides, they are, however, of 
little or no value in the treatment of the pyogenic 
complications. If any of these drugs is to be used 
in the treatment of cases complicated by purulent 
infection, some other preparation must be added 
to treat the pyogenic dermatitis after the scabies 
has been cured. In many instances such other 


‘drugs are incompatible or form toxic compounds 


with preparations which would ordinarily be 
used to treat coccogenous eruptions. 


All of the older scabicide preparations are 
“messy” to apply and cause dermatitis in a large 
number of the patients treated. Prior to the in- 
troduction of benzyl benzoate as a therapeutic 
measure in 1912 by Nielson* and by Kissmeyer‘ 
in 1937, a “clean” method for the treatment of 
scabies was‘unknown. This latter investigator 
treated 8,000 cases and claimed uniformly good 
results with a single application of a benzyl 
benzoate emulsion. This drug is a volatile oil 
obtained from the balsams of Peru and tolu. 
Siepyan® treated 189 cases with a benzyl ben- 
zoate emulsion and followed his patients with 
careful clinical and microscopic examinations 
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and found no evidence of scabies in cases fol- 
lowed longer than 14 days. Graham’ treated 
871 patients with a single application and re- 
ported only a 0.92 per cent failure rate. A 
second application cured these cases. He noted 
that a dermatitis developed in those cases pre- 
viously treated with sulphur preparations, but 
no reactions were noted in previously untreated 
cases. Carpenter® and his co-workers said that 
therapy with this drug was better tolerated by 
patients, than sulphur used in any form. They 
also noted a great reduction in treatment time. 
Lutz? claimed excellent results and said that he 
had no recurrences in the cases *2 treated. 
Goldman!® recommended a_ benzyl benzoate 
cream and claimed good results in all his patients 
with 4 or 5 applications. Mellanby e¢ alii! 
demonstrated that a 25 per cent benzyl ben- 
zoate emulsion will kill the Acarus scabiei on a 
glass slide in 5 minutes. Brain’? says that in 
the treatment of scabies in children a 25 per 
cent emulsion of benzyl benzoate is the drug of 
choice. If secondary infection is present he 
recommends that the scabies be treated first and 
the purulent infection be treated as a separate 
problem later. Dobes and Nippert!> treated a 
series of patients with sulphur and a second 
series with benzyl benzoate. In the latter series 
he encountered no cutaneous reactions. Daugh- 
try'* reported four severe reactions which were 
manifested as scarlatiniform and reddish papular 
eruptions which disappeared within 5 to 10 days 
after the use of the drug was discontinued. We 
have encountered several cases in which a contact 
dermatitis developed following the use of cer- 
tain benzyl benzoate preparations, probably due 
to some of the other ingredients, but few of the 
reactions were severe and the dermatitis in- 
voluted without any sequelae when the drug 
was discontinued. 


In 1939, Dubos!5 introduced tyrothricin as 
an antibacterial agent. It is a complex organic 
substance which is obtained from Bacillus brevis. 
The mode of action of this drug is not def- 
initely understood but it apparently is bacteri- 
cidal. MacLeod'® and his co-workers, and 
Robinson and Molitor!’ have claimed that used 
parenterally, it is highly toxic; however, there 
are no reperts in the literature which mention 
untoward systemic effects following its local 
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use. Herrell and Heilman,'* Francis,!9 Rammel- 
kamp and Keefer,?° and others report excellent 
results following the use of tyrothricin in the 
treatment of superficial infections. It may be 
used as a continuous wet dressing or mixed in 
one of several ointment bases. Anderson?! 
claimed good results in 75 per cent of his cases 
when he used wet dressings (40 to 50 mg. per 
100 c. c.). Wright?? obtained good results with 
52 out of 53 patients treated. In 1946 we?5 
found tyrothricin to be an effective agent in the 
treatment of pyogenic dermatoses. In our series, 
two developed a complicating dermatitis fol- 
lowing the use of tyrothricin ointment and it 
was necessary to discontinue the use of the drug. 
There are no other reports of similar reactions 
to be found in the literature. 


It was thought that a combination of these 
two drugs should prove to be effective in the 
treatment of scabies especially in those cases 
complicated by secondary pyogenic infection. 

In our preliminary study we** treated 44 cases 
of scabies complicated by secondary infection 
with the following formula:* 


Tyrothricin 0.05 per cent 
Benzyl benzoate 30.0 per cent 
Benzocaine _ ......--- 3.0 per cent 
23 H. alcohol (ethyl) 65.0 per cent 


Distilled water and flavoring agents q.s. 


A good result was obtained in all but one of 
these cases in a maximum of fourteen days of 
treatment. Those patients who took the greatest 


length of time to heal were those with severe 
ecthymata. 


This report concerns the results of treatment 
of 71 cases of scabies, the majority of which 
had a superimposed pyoderma. The above men- 
tioned formula was used. 


CASES STUDIED 


Seventy-one cases were treated with the benzyl 
benzoate-tyrothricin mixture. These include both 
private and clinic cases. The division into age, 
race and sex is presented in Table 1. 


Six of these patients were uncomplicated cases 
of scabies. In the remaining 65 there was some 
degree of superimposed secondary infection 


*Tyrothricin-benzyl benzoate mixture furnished through the 
courtesy of Sharp & Dohme (tradename ‘‘tyroscabe’’). 
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which varied from a few small ecthymatous 
lesions to a severe pyogenic dermatitis. 

Only those cases were used in this study in 
which the diagnosis of scabies had been estab- 
lished by finding the characteristic vesicle con- 
taining a burrow. 


METHOD OF CONDUCTING STUDY 


Each patient was furnished with a bottle of 
the benzyl benzoate-tyrothricin mixture and was 
advised to apply it in accordance with the follow- 
ing directions: 

(1) Open blisters and remove crusts with a needle. 


(2) Take a warm bath with copious amounts of soap 
and water. 


(3) Dab dry. 
(4) Rub the solution on lightly from neck to toes 
twice daily for the next two successive days. 


(5) After the second day take a bath as at first and 
then report to the doctor. 


(6) Scabies is a contagious disease and every member 
of the family who is infected should be treated. 


(7) All bed clothes, underwear, towels, and so on, 
that come in contact with the infected skin should be 
sterilized by boiling. 

On each clinic visit the patients were ex- 
amined for the presence of characteristic lesions, 
beneficial effects, and untoward reactions. 


RESULTS 


All of the uncomplicated cases were completely 
free of symptoms within 7 days. The most out- 
standing result in both complicated and uncom- 
plicated cases, was the rapidity with which the 
itching was controlled. Those patients with 
enough intelligence to evaluate their symptoms 
reported that this symptom had subsided in from 
24 to 48 hours. Most of the mothers reported 
that the children slept well after the first 48 
hours of treatment. There were no characteristic 
scabies lesions present in any of the cases after 
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all scabies and coccogenous lesions varied with 
the severity of the infection but in no instance 
exceeded 14 days. There was one failure in this 
series and this occurred in a private patient. In 
this case it was necessary to change to a sulphur 
preparation to obtain a satisfactory result after 
14 days’ use of the benzyl benzoate-tyrothricin 
mixture had failed to produce involution of the 
lesions. One clinic case, a colored boy of 14, 
was uncooperative and refused to use the medica- 
tion because he claimed it burned severely. 


REACTIONS 


No serious reactions were encountered in this 
series. Eight of the patients complained of 
burning following the application which lasted 
from 5 to 10 minutes but was not severe enough 
to cause the treatment to be discontinued. The 
mother of a two-months-old child stated that 
the child cried following the application and that 
the skin became quite red. This was not ob- 
served by us; therefore the treatment was not 
discontinued and the child made a normal re- 
covery in 7 days. A patient developed a mod- 
erately severe erythema and had to discontinue 
use of the mixture after several days’ use. An 
uncooperative patient complained of severe burn- 
ing and refused to continue the treatment. 

The results and reactions are summarized in 
Table 2. 


CONCLUSIONS 


(1) Seventy-one cases of scabies, 65 of which 
were complicated by a superimposed pyogenic 
dermatitis, were treated with a benzyl benzoate- 
tyrothricin mixture. 

(2) A satisfactory result was obtained in all 
but two cases, one of which was uncooperative 
and refused to use the medication. 


the first four days of treatment. The length of “* ‘ested 7 
time necessary to cause complete involution of Shortest time for cure 5 days 
Longest time for cure 14 days 
pam Moderately severe reaction 1 
Under Two Severe reactions 0 
Race 2 to 14 14 Male Female Total : 
years years Failures 1 
Colored ..__5 17 21 27 16 43 Uncooperative patients 1 
White 2 7 19 16 12 28 Complaint of “burning” 8 patients 
Table 1 Table 2 
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(3) In 69 cases there were no lesions at the 
end of 14 days. 


(4) One moderately severe reaction was en- 
countered. A small percentage (11.2 per cent) 
of the patients complained of burning lasting 
from 5 to 10 minutes after the application. How- 
ever, they presented no erythema or dermatitis 
reaction. 


(5) This preparation may be recommended in 
the treatment of scabies complicated by second- 
ary coccogenous infection in children or adults 
and obviates the necessity for using more than 
one method of treatment, or more than one 
preparation. 
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THE INDICATIONS FOR HYSTERECTOMY 
IN BENIGN CONDITIONS NEAR 
THE MENOPAUSE* 


By Lawrence R. Wuarton, M.D.t 
Baltimore, Maryland 


The treatment of benign gynecologic disorders 
near the menopause permits a wide exercise of 
judgment. The therapeutic measures at our dis- 
posal include a great variety of procedures, ob- 
servation and periodic examination, medical 
therapy, endocrine therapy, curettage, hysterec- 
tomy, or irradiation. The proper treatment of 
these benign conditions implies the proper use 
of these various procedures as each case de- 
mands. Therein lies the opportunity for the ex- 
ercise of diagnostic skill and common sense that 
are the cornerstone of reasonable and sound 
therapy. 


We need a wide range of therapeutic pro- 
cedures because of the diversity of benign gyne- 
cologic disorders that occur in adult women. 
The list includes almost all the minor and 
major gynecologic ailments. And the treatment 
in each case is determined by the findings in 
that particular patient, for what would be cor- 
rect for one might be disastrous in another. For 
this reason, it is impossible to draw hard and 
fast generalizations, condemning or approving 
certain procedures without qualification. This 
also explains why the treatment in any case must 
be determined by the exigencies of that par- 
ticular situation. 

This presumes that the gynecologist should 
be able to diagnose these disorders with expected 
accuracy, appraise each problem with good sense, 
and use sound judgment in determining the 
proper treatment. This requires no supernatural 
skills, only the basic training and ability that 
any gynecologist should possess. 

The determination of these facts, however, is 
not always easy, even in expert hands. Near the 
menopause, a variety of conditions may make 


_accurate examination difficult, especially such 
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handicaps as obesity, apprehension, and rigidity. 
Even under anesthesia, it may be difficult to feel 
a small myoma or adnexal mass. Likewise, in 
the interpretation of a painful disorder, it may 
be virtually impossible to be sure whether a pain 
arises in the ureter, appendix, ovary, tube, sacro- 
iliac joint, or some other organ. Likewise, the 
apprehension of a patient, her fear of cancer, or 
lack of self-control may greatly distort a situa- 
tion that is already complicated. 


For these and other reasons, the experienced 
gynecologist is the last one to utter any general 
indictment of his fellows in their efforts to do 
what is best for their patients; for, in spite of 
the exercise of our greatest care, in spite of the 
performance of all pertinent diagnostic pro- 
cedures, in spite of the fact that we may have 
sought the advice of our colleagues in arriving 
at the proper conclusions, in spite of all this, 
there is not one who has not made unfortunate 
mistakes. 


In this spirit of tolerance, therefore, and recog- 
nizing our limitations, it seems that a word of 
warning may yet be in order, for it is apparent 
that there is certain laxness in the use of hyster- 
ectomy for benign conditions. It is not our 
purpose here to lay down the rules for the treat- 
ment of these benign conditions, because their 
management is fairly well standardized. Any 
accepted textbook presents these directions in 
clear fashion. Also, the literature discusses ex- 
ceptions to these general rules and the manage- 
ment of complicating problems and difficulties. 
These sources of information are open to all. 
Given, therefore, a proper diagnosis and an ade- 
quate knowledge of the general situation, there 
should be little difficulty in determining the 
proper course of treatment in the average case. 
And our treatment in any series of cases would 
range from mere observation, medical therapy, 
and periodic examinations to the immediate use 
of radical measures such as hysterectomy or 
irradiation. 

In the last few years, it has beem evident that, 
in the treatment of these benign conditions, 
physicians are performing hysterectomy with in- 
creasing frequency. This is often the path of 
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least resistance both for the physician and pa- 
tient. It often requires much less mental effort, 
less diagnostic skill, less judgment to recommend 
a hysterectomy than to carry out a painstaking 
diagnostic study and advocate a conservative 
course. Likewise, many women go to the gyne- 
cologist’s office, expecting to have him recom- 
mend a hysterectomy and prepared to follow 
his advice. And there are many sound reasons 
for this attitude on the part of both physician 
and patient. Both know that the operative mor- 
tality has been reduced to a minimum, that the 
suffocation caused by an anesthetic has been 
eliminated by a mere hypodermic, that the dis- 
comforts of the convalescence have been greatly 
decreased, that a hysterectomy eliminates the 
fear of pregnancy and future uterine cancer. 
For these reasons, it is rarely necessary to per- 
suade most patients to have a hysterectomy; it 
is usually more difficult to get them to avoid it. 


This is the personal experience of the author. 
It is also the opinion of other gynecologists in 
other parts of the country. In 1946, Miller,! 
from the University of Michigan, published a 
study of this problem, basing his conclusions 
not only upon his own experience, but also upon 
the pathologic findings in all the hysterectomies 
done in ten different hospitals during the first 
four months of 1945. In reviewing these find- 
ings, Miller found that the clinical diagnosis 
was confirmed by the pathologist in only 49.6 
per cent; in an additional 17.4 per cent, the 
clinical diagnosis was incorrect, but the operation 
was justified. On the contrary, in 32.8 per cent 
there was either no pathologic lesion in the 
pelvic organs or the true diagnosis was a contra- 
indication to the operation. In this whole group, 
moreover, about 12 per cent of the hysterec- 
temies had been done upon women under the 
age of 31, and 44 per cent were less than 40 years 
old. Granting all possible leniency, this is a 
rather scathing indictment to the use of hyster- 
ectomy in those hospitals. 


The solution of the problem and the correc- 
tion of this abuse hinges upon two factors: ac- 
curacy in diagnosis and soundness in judgment. 
It is manifestly impossible to urge physicians 
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always to use a conservative course, to the ex- 
clusion of radicalism, because one course would 
be just as disastrous as the other. I never heard 
the late Dr. Howard A. Kelly advocate either 
conservatism or radicalism as an unvarying 
practice. He always taught accuracy of diag- 


nosis and the use of conservatism when possible, . 


but radicalism when necessary. This idea should 
guide us in treating patients and in training 
future gynecologists. 

The need for accuracy in diagnosis and 
soundness of judgment is greater now than ever 
before. In past years, women consulted gyne- 
cologists generally only when they were in need 
of treatment, when they had some obvious 
gynecologic disorder. Many of these women 
were found to have hopeless malignancies, and 
others neglected conditions which could have 
been prevented or corrected with ease if treat- 
ment had been instituted earlier. Now, in re- 
sponse to public appeals and educational pro- 
grams, women are learning the advantages of 
periodic gynecologic examinations, and thou- 
sands are now visiting their gynecologists at 
regular intervals to be sure that they are well 
or to discover any trouble in its incipiency. 


Obviously, this puts a tremendous responsi- 
bility upon the gynecologist, for if he willfully 
or unwittingly abuses this trust, he will soon lose 
the confidence of the public. In past years, our 
greatest losses have been due to the fact that 
women would not submit themselves for examin- 
ation or treatment until it became too late; now, 
we may be leaning too far in the opposite direc- 
tion and performing radical operations when 
they are not needed. It is clear that periodic 
examinations defeat their own end when they 
are performed by physicians who cannot recog- 
nize incipient gynecologic disorders and who can- 
not use judgment in their management. 

The question naturally arises, how can we 
avoid unnecessary operations? In general, it 
seems probable that most unnecessary operations 
are done because the physician is not sure of his 
diagnosis. He is afraid to wait. There are nat- 
urally a certain number of emergency cases in 
which one cannot delay action or perform fur- 
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ther diagnostic studies. because of serious bleed- 
ing or some other threatening situation. But, 
eliminating these cases of real urgency and those 
in whom the question of malignancy requires a 
laparotomy, there remains a vast number of 
cases in which there is no hurry, in which a 
questionable diagnosis can be cleared up and an 
operation avoided by taking a little more time 
in the diagnostic study, by repeating the examin- 
ation in a few weeks or a month, and by periodic 
examinations later. The author knows of many 
cases in his own experience in which this policy 
has enabled him to avoid hysterectomy. Fur- 
thermore, follow-up examinations in such pa- 
tients for as long as ten years afterward have 
proved that operations would have been wholly 
unjustified. 


It is evident that there is no simple solution 
for this problem. This is no plea for either con- 
servatism or radicalism, but rather a plea that 
each may be used in its proper place. In spite 
of all our efforts, hysterectomy will occasionally 
be done unnecessarily as long as doctors and pa- 
tients have human frailties. And also, for the 
same reason, we shall occasionally fail to do 
hysterectomies when they are needed. 


But, in the long run, it is largely a problem 
of accurate diagnosis, sound judgment, and re- 
spectable standards of medical practice. Efforts 
are being made to correct these faults and 
raise professional standards by the organiza- 
tion of various certifying boards and profes- 
sional societies, and by requiring membership 
in them. Undoubtedly, these have their place. 
But, after all, the answer sifts down to the 
individual physician and his own conscience, 
capability, and training. And, regardless of the 
number of diplomas a man may hang on his 
office walls, his ability to diagnose gynecologic 
disorders with accuracy and his judgment in 
treatment, are individual matters that are meas- 
ured by his personal qualifications and common 
sense. 
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SICKLE CELL ANEMIA IN PREGNANCY* 


By JoHN CaRANGELO, M.D." 
Hartford, Connecticut 
and 
O. M. Orts, Jr., M.D. 
Birmingham, Alabama 


Sickle cell anemia is a hereditary familial form 
of chronic hemolytic anemia peculiar to Negroes. 
In 1941, Kobac! and his associates were able to 
collect only eleven cases from the literature of 
sickle cell anemia during pregnancy, to which 
they have added six cases of their own. Re- 
cently, Spivak,? Noyes’ and Martinak* have 
added other cases, bringing to a total twenty- 
one cases of sickle cell anemia associated with 
pregnancy. The infrequent appearance and un- 
favorable prognosis of this condition during 
pregnancy warrants the reporting of six addi- 
tional cases. 


Sickle cell anemia was first described by Her- 
rickS in 1910. The disease is almost entirely 
confined to the Negro race; but a few reports 
have cast some doubt as to whether or not it can 
occur in other races. It is believed that about 
seven per cent of the Negro race show a sickling 
trait of their red blood corpuscles. Of this seven 
per cent one out of fifteen cases, according to 
Wintrobe® and Kracke,’ actually show evidence 
of sickle cell anemia. After the condition is sus- 
pected, “the syndrome is quite clear. In the 
majority of cases, the condition is not diagnosed 
until after the patient is admitted to the hospital 
because of the onset of labor or of an inter- 
current infection. Frequently, the disease has a 
sudden onset with severe abdominal pain as- 
sociated with nausea and vomiting, giving a pic- 
ture of an acute abdominal emergency. A more 
gradual onset may present itself in the form of 
chronic fatigue and weakness from anemia, as- 
sociated with episodes of acute joint pain else- 
where in the extremities. Most chronic cases 
present old non-healed leg ulcers. 


Neurological manifestations are frequent, in- 
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cluding drowsiness, stupor, coma, hemiplegia, 
stiffness of the neck, pupillary changes, cranial 
nerve palsies and convulsions. The heart may 
show cardiac murmurs and tachycardia along 
with gallop rhythm; and these signs associated 
with joint pain frequently lead to a false diag- 
nosis of rheumatic heart disease. 

Burch and Sodeman® believe that sickle cell 
anemia decreases fertility in the female. Their 
contention is partially corroborated by the fact 
that of fifteen women of known parity with the 
disease, ten were pregnant for the first time; 
and only three of the remaining five had more 
than one child. The severe anemia may be a 
cause of the increased incidence of abortion in 
sickle cell anemia; for about thirty-three per 
cent of the number of pregnancies terminate by 
this means, while another ten per cent of pa- 
tients give birth to macerated stillborns. 

The laboratory findings in this disease are 
quite significant. Anemia is usually found and 
may be severe (below 2,000,000 red blood cells). 
In stained smears nucleated red blood cells with 
basophilic stippling and occasional Howell-Jolly 
bodies are found, along with an increase in 
reticulocytes. Sickling takes place when a drop 
of blood is sealed under a coverslip with oil and 
allowed to stand for a few hours. The leukocyte 
and platelet count is usually increased in sickle 
cell anemia. Due to red blood cell destruction, 
a hyperbilirubinemia is seen with increase in 
amount of urobilinogen and urobilin. The 
icteric index may be increased during a crisis. 


There is no specific treatment for sickle cell 
anemia. Blood transfusions have little or no 
value and are frequently followed by severe 
reactions. The therapeutic use of liver extract 
and iron is unsatisfactory. Spivak? recommends 
a gradual replacement of blood during preg- 
nancy; others recommend measures to increase 
capillary circulation by means of physiotherapy.’ 
Prophylactic measures to prevent puerperal 
morbidity are recommended by Noyes.’ 


CASES 


Case 1—L. B. J., a twenty-year-old colored female, 
gravida 1, para 0, was admitted to the hospital on 
January 2, 1938, from the prenatal clinic because of 
jaundice and edema of two weeks’ duration. 

Physical examination revealed a well-developed, poorly 
nourished colored female. Her temperature was 100°, 
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pulse 90, respiration 20, blood pressure 140/75. Moderate 
edema of the eyelids and 3+ pitting edema of the lower 
extremities were noted. The sclerae were yellow; heart 
and lungs were normal; liver, kidney, and spleen were 
not palpable. The uterus was palpable at the level of 
the umbilicus. Laboratory work on admission revealed 
the following: 


Red cell count 


1,470,000 
Hemoglobin 38 per cent 
White cell count. 20,250 
Ni phil 74 per cent 
Lymphocytes 26 per cent 
Color index 1.3 
Urine 1+ albumin 


(20 mg. albumin per 100 c. c.) 
Many pus cells in clumps. 
Positive for bile. 


The temperature fluctuated between 99 and 103°. 
The jaundice steadily increased. Six days after admission, 
examination of the chest revealed signs of consolidation 
over the right lower lobe. X-ray of the chest revealed 
cloudiness at the right base, suggestive of pneumonia. 
Laboratory work on January 8, 1938, showed: 


Red cell count 1,950,000 
Hemoglobin 37 per cent 
White cell count 29,050 
Polymorphonuclears 96 per cent 
Lymphocytes 46 per cent 
Color index 0.9 
N.P.N. 40 
Reticulocytes 1 per cent 
Creatinine 1.6 
Urine. Many pus cells in clumps. 

Posi be for bile. aa 


Smear showed anisocytosis, poikilocytosis and nuclea- 
tion. Eight days after admission the patient went into 
labor and delivered spontaneously a viable female in- 
fant, weighing four pounds and two ounces. The baby 
lived only a few hours and expired. Maternal blood 
loss in the third stage was minimal. A liter of whole 
blood was given but the patient failed to respond. Hcr 
temperature rose to 104°. She lapsed into a coma and 
expired twelve hours after delivery and eight days after 
admission. Autopsy findings revealed diffuse bile stain- 
ing of all structures within the peritoneal cavity. 
Bilateral medullary abscesses, extending into the renal 
cortices were noted. The heart was negative; the liver 
weighed 2,170 grams; the spleen weighed 225 grams. 


This patient fulfills the criteria described by 
Wintrobe® for the diagnosis of sickle cell anemia, 
namely, marked anemia; evidence of red blood 
cell regeneration as shown by nucleated red 
blood cells in stained smears; evidence of red 
blood cell destruction as shown by an elevated 
icteric index, bilirubinemia and jaundice; and 
marked sickling of the red blood cells in sickling 
preparations. 


This patient illustrates a case of severe and 
fatal sickle cell anemia, the probable cause of 
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death being ascribed to overwhelming renal in- 
fection. 


Case 2—E. R., an eighteen-year-old colored woman, 
gravida 1, para 0, was first seen in the prenatal clinic 
in March, 1942; at which time she complained of 
nausea, vomiting, and headache. Her past history re- 
vealed several episodes of muscular aches and joint 
pains; and three years previously an episode of 
jaundice of three months duration, which was untreated. 
Laboratory work in the clinic showed: 


Red cell count 


2,340,000 
Hemoglobin 40 per cent 
Color index _ — 0.9 
Nucleated red cells. 557 per 100 white cells 
Sickle cell preparation a 


On April 9, 1942, the patient was transfused with 500 
c. c. of whole blood without reaction. On April 16 the 
hemoglobin was 47 per cent. On May 2 she was ad- 
mitted to the hospital with a hemoglobin of 42 per cent, 
and was given prophylactic transfusions of whole blood. 

The sickle cell preparation was positive on three 
occasions during her hospital stay. The patient was 
discharged May 14, 1942. She was readmitted on May 
26, 1942, in active labor and delivered spontaneously a 
viable female infant, weighing six pounds and four 
ounces. Blood loss in the third stage was minimal. The 
postpartum course was uneventful. 

The patient was again seen September 24, 1943, sixteen 
months after the birth of her first child, at which time 
she was approximately 38 weeks’ pregnant. Laboratory 
findings at that time were: 


Hemoglobin 


Anisocytosis _....... Marked 
Poikilocytosis Marked 
Nucleated red cells __.....98 per cent 
White cell count eee 
Polymorphonuclears 80 per cent 
Lymphocytes per cent 
Monocytes 
29 per cent 
89.2 per cent 
M.C.H.C, 29.3 per cent 


She was admitted to the hospital and given 500 c. c. 
of whole blood without reaction. She was treated with 
8 grains of ferrous sulfate daily. Following the trans- 
fusion, the patient’s hemoglobin rose to 56 per cent. 
On October 21, 1943, the patient delivered spontaneously 
a normal, viable female infant. Delivery was complicated 
by moderate postpartum hemorrhage which was treated 
with whole blood transfusion without reaction. 


In this case the patient was treated with 
prophylactic blood transfusions during her pre- 
natal course as recommended by Spivak;? how- 
ever, they appeared to be of little value as the 
blood picture was not appreciably altered. 


Case 3—A. H., a twenty-three-year-old colored fe- 
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male, gravida 4, para 3, was admitted to the hospital 
on April 24, 1946, in a state of semicoma. From her 
husband, it was ascertained that the patient had com- 
plained of joint pain associated with chills and fever 
of one week’s duration. She had also had severe 
epigastric pain associated with nausea. She lapsed into 
a semicoma approximately seven hours before admis- 
sion. Her past history revealed episodes of stiffness and 
pain in the joints of the lower extremity about two 
weeks before the present admission. 


Physical examination revealed a thin asthenic in- 
dividual who failed to respond to verbal questions but 
reacted to pin prick and external stimulae. Her tem- 
perature was 102.4, respiration 40, pulse 140, blood 
pressure 110/50. All mucous membranes and nail beds 
revealed marked pallor. Numerous small petechial 
hemorrhages were noted in the conjunctiva bilaterally. 
The heart was normal in size and shape, and gallop 
rhythm was present. A diastolic murmur was heard 
over the mitral area. The uterus was enlarged to the 
size of a 34 weeks’ cyesis. Laboratory work on ad- 
mission showed: 


Red cell 1,800,000 
Hemoglobin 24 per cent 
White cell count — 15,000 
Polymorphonuclears 50 per cent 
Lymphocytes SO per cent 
Spinal fluid Negati 


After medical consultation, a diagnosis of acute 
bacterial endocarditis with acute septicemia was ad- 
vanced. The patient was given 1,000 c. c. of whole 
blood on admission without reaction and was started 
on massive doses of penicillin (100,000 units every three 
hours). The blood picture on April 26, 1946, showed 
a red cell count of 2,230,000 with 36 per cent hemoglobin, 
and marked anisocytosis and poikilocytosis. The icteric 
index was 24. The electrocardiogram showed sinus 
tachycardia with inverted “T” in Lead IV. Forty-eight 
hours after admission, the cardiac murmur had dis- 
appeared. For the next six days the patient remained 
afebrile. 


On May 2, 1946, the patient delivered spontaneously 
a viable female infant. No third stage complications 
were noted and her postpartum course was uneventful. 


The patient was readmitted to the hospital on August 
17, 1946, with jaundice of one week’s duration. 


Physical examination at this time revealed a well- 
developed, fairly well-nourished colored female. Her 
temperature was 100, pulse 90, respiration 30, and blood 
pressure 110/60. A yellow discoloration of the sclerae 
was noted. The heart and lungs were normal. The liver 
was palpable 2 cm. below the right costal margin. 
Kidneys and spleen were not palpable. Laboratory work 
on admission showed: 


December 1947 
Red cell count 3,500,000 
Hemoglobin 59 per cent 
White cell count 
Sickle cell preparation... 85 per cent sickling in 24 hours 
Positive for bile 


The jaundice gradually disappeared and the patient was 
discharged on August 8, 1946, with a red cell count of 
3,800,000, and a hemoglobin of 62 per cent. 


This case illustrates a typical picture of the 
sickle cell anemia syndrome. This patient com- 
plained of epigastric pain associated with joint 
and muscular aches. She presented neurological 
symptoms of coma and stiffness of the neck. 
Petechiae were present in the conjunctivae. A 
cardiac murmur and gallop rhythm also were 
noted. On her second admission she showed 
marked jaundice and sickling with severe anemia, 
bilirubinemia, and nucleated red blood cells. An 
unusual feature about this case is that the patient 
had three other living children; whereas evidence 
in the literature supports the fact that fertility 
is affected adversely.’ 


Case 4.—M. S., a nineteen-year-old colored female, 
gravida 2, para 1, was first seen in the prenatal clinic 
on September 11, 1946. Complaints at that time were 
of weakness and upper abdominal pain. Her last 
menstrual period was January 30, 1946, and the esti- 
mated date of confinement was calculated to be Novem- 
ber 11, 1946. 


Physical examination revealed an undernourished col- 
ored woman of asthenic habitus. The mucous mem- 
branes were pale. The heart was enlarged to the left, 
with a palpable presystolic thrill and an audible 
presystolic murmur over the pulmonic area. The rate 
was 108 per minute and the rhythm was regular. The 
uterus was enlarged to the size of a 36 weeks’ cyesis. 
Liver, kidneys, and spleen were not palpable. Roent- 
genographically, the heart was generally enlarged, and 
this was interpreted by the roentgenologist as being 
compatible with rheumatic heart disease. The electro- 
cardiogram revealed sinoauricular tachycardia “T” wave 
abnormalities. Laboratory work in the prenatal clinic 
showed: 


Red cell count 


3,100,000 
Hemoglobin 47 per cent 
Sickling preparation - Ss 90 per cent sickling 24 hours 


The patient was then referred to hematology clinic on 
September 11, 1946, and complete blood studies at that 
time showed: 


Red cell count 


3,300,000 
Hemoglobin 48 per cent 
Color index 0.7 
Hematocrit 24.5 
74 cmm. 
22 
M.C.H.C. 28 per cent 


Sickling preparation Positive 
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The hematological service recommended ferrous sulfate, 
grains fifteen daily. 

On October 1, 1946, the patient was admitted to the 
hospital in active labor; and delivered spontaneously 
a viable male infant, weighing six pounds and two 
ounces. The third stage was uncomplicated and post- 
partum course uneventful. 


This case is an example of sickle cell anemia 
of a mild degree. Her complaints were those 
of any individual with anemia and stress the 
importance of the differential diagnosis of 
anemia in the colored race. 


Case 5—J. M. E., 20 years old, gravida 2, para 0, 
was admitted to the hospital on January 7, 1947, in 
active labor. Her last menstruation period was April 20, 
1946. The expected date of confinement was January 
27, 1947. Her previous pregnancy terminated in mis- 
carriage at 14 weeks. The Wassermann was negativ-. 
Her hemoglobin on admission was 22 per cent. After 
a short stage labor, delivery of a viable female weighing 
5 pounds and 5 ounces was accomplished by low for- 
ceps. Blood loss was minimal. Her hemoglobin, on 
January 13, was 38 per cent, and January 14, was 44 
per cent with a red cell count of 2,790,000 and white 
cell count of 11,550 and 95 per cent sickling of the red 
cell count. 


The patient was transfused with 500 c. c. of whole 
blood on January 14 without reaction. She was placed 
on a high vitamin and high caloric diet. On January 
15 the hemoglobin was 48 per cent with 90 per cent 
sickling. On January 17 she received another 500 c. c. 
of whole blood without reaction. Her hemoglobin on 
January 18 was 66 per cent, and on January 19 was 
70 per cent. 

She was discharged on January 20. There was no 
puerperal morbidity. 


The predominating finding in this case was 
the marked anemia which was noted postpartum 
and was treated with whole blood transfusions. 


Case 6.—The patient, 33 years old, gravida 4, para 3, 
at term, was admitted to the hospital on April 6, 1947, 
in apparent labor. Physical examination was essentially 
negative. Hemoglobin was 84 per cent. Uterine con- 
tractions subsided shortly after admission. Forty-eight 
hours later, the patient developed abdominal distention 
and jaundice. A Wangensteen suction apparatus was 
started. On April 9, 1947, the icteric index was 32. 
Van den Bergh was directly positive and urobilinogen was 
positive in 1.80 dilution of urine. On April “10, induc- 
tion of labor was attempted by artificial rupture of 
membranes, and nine and one-half hours later a stillborn 
female fetus, weighing 6 pounds, 4%4 ounces, was 
delivered spontaneously. Fetal heart sounds were audible 
up to the time of delivery. Blood loss was 100 c. c. 
approximately. On April 11, 1947, the patient developed 
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a right lower lobe pneumonia. On April 17, the 
pathology department reported sickle cells present in 
the placenta. On that date the complete blood study 
revealed the following: 


Hemoglobin 32 per cent 
Red cell count ee 1.6 
1 
Reticulocytes 24 per cent 
White cell count 12,630 
H tocrit 15 
M.C.V. 
M.C.H. 31 
M.C.H.C. - 33 
Sickling preparation Strongly positive 
Normoblasts 3 per 100 white cells 


Whole blood transfusions were administered every other 
day for a total of five. Hemoglobins on April 23, and 
April 25, 1947, were 65 per cent, and 78 per cent 
respectively. The patient was discharged on May 1, 
1947, with a hemoglobin of 91 per cent, and red cell 
count of 4.79. 


This patient is illustrative of a sickle cell 
crisis. Unusual features in this case are the age 
of the patient and the parity. The life expectancy 
in sickle cell anemia is short, infertility is com- 
mon, and few bear more than two children. 


SUMMARY 


(1) Sickle cell anemia is a hemolytic disease 
peculiar to the Negro race. 


(2) A review of the current literature reveals 
that only twenty-one cases of sickle cell anemia 
associated with pregnancy have heretofore been 
reported. Six additional cases are summarized 
in this paper. The symptomatology, diagnosis 
and treatment are briefly reviewed. 


(3) The importance of differential diagnosis 
of anemia in the Negro race is stressed. 
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PROPYLTHIOURACIL IN PREGNANCY* 
REPORT OF A CASE 


By Lamar Barn, M.D. 
New Orleans, Louisiana 


Although the anti-thyroid drugs, particularly 
thiouracil, have been used extensively for the 
control of hyperthyroidism and have been ade- 
quately reported, there has been relatively little 
in the literature concerning their use in preg- 
mancy. Goldsmith and his associates! reported 
that thiouracil fed to pregnant rats produced 
“neither visible effect on the external appear- 
ance of the offspring, nor upon the size of the 
litters.” It did produce hypertrophy of the 
thyroids of the offspring, but this effect was 
transient and disappeared a short time after 
birth. Davis and Forbes? report hypertrophy 
of the thyroid in a fetus whose mother was 
treated with thiouracil. Eaton’ (cited by Davis 
and Forbes?) also reported thyroid enlargement 
in a child whose mother had been treated with 
thiouracil. The enlargement disappeared, how- 
ever, by the third month. 

This is to report a case in which propyl- 
thiouracil was used during the last two months 
of pregnancy with no detectable effect on the 
child. 


CASE REPORT 


J. W., a 38-year-old, 253-pound colored female, para 
3, gravida 5, and approximately eight months pregnant, 
was admitted to the Louisiana State University Ob- 
stetrics service of Charity Hospital of Louisiana, New 
Orleans, on March 7, 1947. The patient was admitted 
from the out-patient clinic with a history of increasing 
edema for the previous week, dyspnea for the preceding 
three days, occasional vomiting and coughing up blood- 
tinged sputum. She had first registered at the obstetrical 
out-patient clinic in January, 1947. Her last menstrual 
period began July 1, 1946. Blood pressure at that time 
was 140/70 with a one-plus pedal edema. A flat plate 
of the abdomen revealed a fetus of about five months. 
On her second clinic visit on February 26, 1947, blood 
pressure was 160/80 with one-plus edema of the feet. 
On the last clinic visit just prior to her admission, the 


*Received for publication June 25, 1947. 
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blood pressure had arisen to 220/120 with a three-plus 
edema that was generalized. She was also vomiting 
occasionally. 


System review revealed mild thyroid enlargement for 
the previous two years with no thyrotoxic symptoms 
until this pregnancy. During this time there was marked 
enlargement of the thyroid, progressive nervousness and 
insomnia, an increase in perspiration and a weight loss 
of approximately thirty-five pounds. Past history was 
negative except for an indefinite story of a few “treat- 
ments” for high blood pressure five years before. 


Obstetrical history revealed three full term uncom- 
plicated deliveries in 1923 (?), 1930 and 1934. In 1940 
there was a miscarriage at four months of undetermined 
cause. 


Physical examination revealed a well-developed, ex- 
tremely obese colored female who was dyspneic and 
acutely ill. There was a generalized two- to three-plus 
pitting edema. Blood pressure was 230/120; tempera- 
ture, 98.6; pulse, 140. Pertinent physical findings in- 
cluded silver-wiring of the arteries of the eye grounds 
but no papilledema. There was no exophthalmos. The 
thyroid gland was four plus diffusely enlarged, the right 
lobe being larger than the left. No thrills or bruits were 
noted. The heart was clinically enlarged with a rapid 
rate and regular rhythm. A systolic murmur was heard 
at the aortic area. Moist rales were heard at both 
lung bases. The abdomen was too obese for the uterus 
to be felt. Fetal heart tones could not be heard, nor 
the position of the fetus determined by rectal examina- 
tion. 

Laboratory findings were as follows: red blood cells, 
4,000,000; hemoglobin, 10 gm.; white blood cells, 9,600 
with 89 per cent polymorphonuclears, 10 per cent 
lymphocytes and 1 per cent monocytes. The urine con- 
tained three-plus albumin and the centrifuged sediment 
showed 8-10 white blood cells per high power field 
with an occasional cast and red blood cell. Phenol- 
sulfonphthalein excretion was 55 per cent the first hour, 
20 per cent the second hour, a total of 75 per cent. 
Blood urea nitrogen was 11.2 mg. per cent; serum 
proteins were 5.2 gm. per cent; cholesterol was 156 mg. 
per cent. Venous pressure was 230 mm. of citrate. 


The diagnosis on admission was non-specific toxemia 
of pregnancy, hypertensive cardiovascular disease with 
cardiac failure and possible thyrotoxicosis. Medical con- 
sultation agreed with the admission diagnosis. The pa- 
tient was digitalized with digitoxin and given the rou- 
tine measures for cardiac failure. Because of the cardiac 
failure and pregnancy it was difficult to evaluate her 
thyroid status accurately; in view of the marked 
thyroid enlargement, positive symptoms and the thirty- 
five pound weight loss, it was felt that thyrotoxicosis 
could possibly have developed during this pregnancy 
and could be playing a part in the over-all picture. Be- 
cause of this, Lugol’s solution, 10 drops three times a 
day, was started on the night of admission and on 
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March 10, 1947 propylthiouracil, 50 mg. three times a 
day, was begun. 


Marked improvement was noted on March 13, 1947; 
the blood pressure had fallen to 150/100, the edema had 
cleared substantially, dyspnea was relieved and the rales 
in the lung bases had disappeared. The urine had also 
been free of albumin for the previous three days. The 
pulse rate was still high, however, ranging from 100 to 
120 daily. The patient was maintained on digitoxin, 
0.3 mg. alternated with 0.2 mg. daily, salt free diet, 
fluids ad libidum, Lugol’s solution, 30 drops daily, and 
propylthiouracil, 150 mg. daily. Weekly total and dif- 
ferential white blood counts were made because of the 
possibility of leukopenia or agranulocytosis from propyl- 
thiouracil. Her hospital course was uneventful; she felt 
well and there was no sign of a return of cardiac decom- 
pensation. Fetal heart tones were not heard daily but 
were heard at varying intervals. Her blood pressure 
varied from 150/100 to 170/110. There was no change 
in weight. Basal metabolic rates were plus 74 per cent 
on March 31, 1947; plus 51 per cent on April 21, and 
plus 54 per cent on May 5; as these were probably in- 
accurate, little reliance was placed on them. The blood 
cholesterol rose, however, to 294 mg. per cent on April 
7 and 227 mg. per cent on May 2. The pulse rate re- 
mained elevated in spite of cardiac compensation and 
varied from 90 to 130, averaging around 120, until 
April 2 when it gradually began to fall. On April 17 
it was around 85 and by May 2 it had stabilized be- 
tween 70 and 80. As the fall did not occur as cardiac 
compensation was restored but did begin to fall gradu- 
ally at about the time that it would be expected if due 
to propylthiouracil, it is probable that there was some 
degree of thyrotoxicosis present. 


On April 9, 1947 the patient was considered at term 
and in good condition. Four days later a castor oil 
and enema induction was attempted with no results. 
A pitocin induction was attempted on May 5; this pro- 
duced only mild to moderate pains. On May 16 another 
pitocin induction produced a fair mechanism which 
gradually became stronger and four hours later she de- 
livered. The delivery was spontaneous and uncompli- 
cated; however, the baby required resuscitation with a 
tracheal catheter and oxygen for ten minutes. His con- 
dition was noted as “fair.” Birth weight was seven 
pounds and four ounces. 


Examination of the baby twenty-four hours later 
and again forty-eight hours later revealed a normal 
looking and reacting colored male infant. Physical 
examination was negative and no enlargement of the 
thyroid could be detected. 


SUMMARY 


A case history is presented in which a com- 
pletely normal 7 pound 4 ounce infant was de- 
livered from a mother who had been treated with 
propylthiouracil for two months prior to de- 
livery. 
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GUILLAIN-BARRE SYNDROME* 
REPORT OF TWO CASES 


By M. Lane, M.D., 
J. E. Jacoss, M.D. 
and 
W. M. Roserts, M.D. 
Gastonia, North Carolina 


This paper will report two cases of Guillain- 
Barre syndrome and mention some of the errors 
in diagnosis that confronted us during a mild 
poliomyelitis epidemic. During a period of three 
months beginning May 1 to August 1, 1946, 
twenty-five cases diagnosed as poliomyelitis were 
sent to the North Carolina Orthopaedic Hos- 
pital. 

Out of these twenty-five cases, seventeen were 
diagnosed by us as acute poliomyelitis. Of the 
remaining eight cases, two were diagnosed as 
vitamin D deficiency with pseudo-paralysis, two 
rheumatic heart disease, two streptococcic sore 
throats and two Guillain-Barre syndrome. The 
cases of vitamin D deficiency promptly re- 
covered on vitamin D therapy. Of the two 
rheumatic heart cases, one came in with left- 
sided hemiplegia following an embolus. This 
patient expired forty-eight hours after admission. 
The other case was transferred to a convalescent 
home. On sulfa therapy the two cases of strep- 
tococcic sore throat recovered in 4-5 days. The 
two remaining cases were a problem because of 
their similarity to poliomyelitis but proved to be 
Guillain-Barre’s syndrome. 

This symptom-complex was first recognized by 
Osler! in 1892 as acute febrile polyneuritis. 
Other cases apparently belonging to this group 
have been described under a variety of terms. 
In 1916, Guillain-Barre and Strohl? described 
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this symptom-complex under the term “radiculo- 
neuritis.” Since then, this condition has been 
universally known as Guillain-Barre syndrome. 
It is characterized by sudden onset occasionally 
preceded by upper respiratory infection, followed 
by absence of septic or toxic manifestations with 
motor disturbances, persistent loss of tendon 
reflexes, paresthesias, muscle tenderness, radi- 
cular pain, paralysis and possibly bulbar mani- 
festations. Noteworthy is the hyperalbuminosis 
of cerebrospinal fluid with absence of cytological 
reaction. Many investigators disagree with 
Guillain’s*’ dogmatic cell protein dissociation in 
the spinal fluid. Some men maintain that the 
protein content need not be so high and that 
the cell count may be high if they are the mono- 
nuclear type. In our two cases a cell protein 
dissociation in spinal fluid was present, which 
aided materially in the differential diagnosis. 
Guillain says that the prognosis is favorable. 
Some authors claim the mortality rate may range 
up to 30 per cent.* Our cases recovered with- 
out loss of function. 


In the treatment we first followed a routine 
used in poliomyelitis: bed rest, sedation, hot 
pack therapy, and splinting. This did not seem 
to improve these cases. After publication of 
Shaffer’s’ work on the use of prostigmine, this 
type of treatment was begun in our cases. A 
decrease in muscle spasm, an increase in range 
of joint motion, and a decrease in muscle tender- 
ness were obtained. 


Case 1——The father and mother of (A. 664) R. M. 
W., age 2, were living and well. Three brothers and 
one sister were living and well. There was no history 
of heart or lung trouble. The patient had been normal 
at birth, and bottle fed; had had chicken pox, and three 
weeks earlier had a slight temperature and vomited. 


A white girl, age two, was brought into the North 
Carolina Orthopaedic Hospital during the poliomyelitis 
epidemic of 1944. At onset the mother stated that the 
child whined, had a stiff neck, and could not move her 
arms or legs. 


Physical examination disclosed a stiff neck, spasm 
of back muscles and generalized weakness of the upper 
and lower extremities. A diagnosis of poliomyelitis was 
made. 

No spinal tap was done because of the severe shortage 
of medical personnel during the war and the magnitude 
of the epidemic. Because this case simulated poliomyelitis 
in every respect clinically, it was isolated with the others. 

Medication at this time consisted of prostigmine, 
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15 milligrams daily by mouth, with hot pack therapy. 
In four weeks there was a rapid improvement in her 
condition. She was discharged well. 

In May, 1946, age four, this child returned to the 
clinic with exactly the same symptoms as before: stiff- 
ness of neck, marked spasm of back muscles, weakness 
of upper and lower extremities and the child whined 
when the muscles were touched. 

On examination, the head was held in a rigid posi- 
tion. She was unable to bend the head on the chest. 
The muscles of the body were tender to touch. There 
was marked weakness of the upper and lower extremities, 
but no group paralysis. Absent knee jerks and ankle 
jerks bilaterally were noted. 

Laboratory findings disclosed hemoglobin 90 per cent, 
red blood count 4,900,000, white blood count 8,150, 
spinal tap fluid clear, Pandy 4+, total protein of 1,996 
mg. per cent, cells 3 lymphocytes per cu. mm., culture 
negative. A repeat spinal examination 14 days later 
showed a 4+ Pandy, total protein of 666 mg. per cent 
and a cell count of 4 lymphocytes per cu. mm. 


The patient was put on a regime of hot pack therapy 
and prostigmine 1:2000 each 6 hours. At first atropine 
was used to counteract a possible prostigmine reaction, 
but it was later found unnecessary. This patient showed 
a gradual improvement. When the patient began to 
walk it was noticed that she had a weakness of the 
peroneal group, bilaterally. Under physiotherapy this 
improved. She was dismissed on July 17, 1946. 

On July 31, 1946, the patient again returned to the 
hospital with exactly the same symptoms. Spinal tap 
done at this time revealed 57 mg. per cent total protein, 
no cells. On prostigmine therapy, the child improved in 
one week. She was sent home as well. 

The only residual findings 10 months later are absent 
knee jerks and ankle jerks, bilaterally. 


Case 2—The family history of J. D., age 2, was es- 
sentially negative. The patient was normal at birth, 
bottle fed, and had had no contagious disease. Two 
weeks prior to admission, his grandmother noticed that 
the child seemed iretful and when he walked did not 
seem well balanced. On admission he had a slight 
temperature. He was very fretful and seemed to be in 
pain. He wanted to walk, but when put in sitting posi- 
tion, he stiffened his back and held his head slightly 
backward. This also happened when he tried to stand. 
He had not been walking for several days. 

On examination there was a marked stiffness of the 
neck and back muscles, and spasm of the hamstrings 
bilaterally, as well as weakness of the upper and lower 
extremities. Absent Achilles and knee jerks were noted. 

Spinal tap fluid was clear, Pandy 4+, cell count 8 
lymphocytes per cubic mm., total protein 996 mg. per 
cent and culture negative. 

On prostigmine therapy 1:2000 three times a day, the 
child improved. He was dismissed as well after one 
month in the hospital. 

Clinic check-up 10 months later showed a normal 
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child, but knee jerks and ankle jerks were still absent. 

In summarizing these cases that simulated 
poliomyelitis, it must be remembered that during 
an epidemic, mild or severe, many cases will be 
sent in as suspects. In this paper these cases 
are differentiated. 


In the two cases of Guillain-Barre syndrome, 
we wish to point out that the diagnosis was based 
upon clinical findings and the albuminocytologic 
dissociation of spinal fluid. In one of our cases 
the protein level was 1,996 mg. per cent, one of 
the highest on record. Our two cases occurred in 
the younger age group. The possibility of re- 
currence must be considered. 
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SOME OBSERVATIONS ON THE 
ETIOLOGICAL SIGNIFICANCE OF 
FLUID IN THE PLEURAL SPACES* 


By H. T. ENcEtHarpt, M.D. 
Houston, Texas 
and 
J. L. Witson, M.D. 
New Orleans, Louisiana 


The question of fluid in the pleural spaces is 
always a source of disturbance to the physician. 
To review this problem we have studied 148 
cases from the Charity Hospital at New Orleans 
which were non-surgical and where the presence 
of fluid was established by thoracentesis, post- 
mortem, or by clear cut roentgen evidence. The 
cases were consecutive and the diagnoses were 
those written on discharge or at necropsy (Fig. 
1). Perhaps the most interesting aspect of these 
data is the high per cent of effusions in which 
the underlying cause was not clear. Tinney and 
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Olsen, in a group of 444 cases of fluid in the 
pleural spaces, found that 38 per cent had to be 
classified as “etiology unknown.” It is widely 
held that most of these cases of so-called idio- 
pathic pleural effusion will eventually be proven 
to be tuberculous in origin. This clinical observa- 
tion is, however, not borne out by literature. 
Hammon followed a group of 562 patients and 
found that 30 per cent developed tuberculosis 
and 25 per cent were reported by Thompson! 
in a follow-up of five years. Possibly another 
8-10 per cent of these cases will eventually be 
shown to be malignant in origin. No physician 
will diagnose a case as of unknown etiology 
without first having examined the patient 
thoroughly, including careful examination of all 
fluid obtained from the chest, and if necessary 
culture, guinea pig inoculation, differential stain- 
ing where a chylous effusion is suspected and 
employing appropriate methods for the demon- 
stration of neoplastic cells. As shown in Fig. 2, 
the frequency of idiopathic effusion is greater 
during young adult life. The incidence of 
pleural fluid of this type was much more fre- 
quent in the colored race: 25 were seen in males, 
and 17 in females, while in the white race 8 
were seen in males and 7 in females. 


There were 21 cases (14 per cent) which were 
definitely diagnosed as being due to tuberculosis: 
15 were in colored males, 2 in colored females, 
3 in white males, and 1 in white females. 
Although the number of cases is too small to 
be of statistical importance, nevertheless, the 
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frequency of the disease in the colored race is 
borne out. (There were about equal numbers 
of white and colored admissions during this 
period). 

Tinney and Olsen? were able to make a diag- 
nosis of tuberculosis in 16 or 6 per cent of their 
series of 274 cases in which an etiologic diagnosis 
was possible. The authors make no mention of 
race incidence which would lead one to conclude 
that their cases were all from the white race. 

As can be seen from the accompanying his- 
togram (Fig. 3) the majority of our cases oc- 
curred under age 40, the average being 29.9 
years. The fluid was present on the right side 
in 10 cases, on the left in 7, and bilaterally in 4. 
The predominance of right over left side is in 
keeping with other studies and with the known 
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frequency of pulmonary lesions of the right 
lung over the left. 

The second most common cause for fluid in 
the pleural spaces was pneumonia. Nineteen 
were diagnosed as bronchopneumonia, cause un- 
known, all of whom were discharged as cured 
except one who came to postmortem where 
bilateral bronchopneumonia and right-sided lung 
abscess were noted (Fig. 4). The remaining were 
lobar in distribution with a mortality of four, 
cn all of whom necropsies were done. Again the 
average age was low, 25.1 years, and the majority 
of cases in the Negro race. 


Heart disease was the etiological agent in 15 
per cent of our cases and as will be seen from 
the histogram, the age distribution varies from 
the preceding ones with an average age of 49.4 
years, which is considerably higher than that 
of the preceding groups. Of the 24 cases, fluid 
was found on the right side in 12 instances, left 
side in 5, and bilaterally in 7. Sixteen of this 
group died and 15 came to postmortem; of the 
remaining 8, fluid was obtained by thoracentesis. 
The etiological factors were rheumatic heart 
disease in 6, arteriosclerotic heart disease in 8, 
hypertensive cardiovascular disease in 6, luetic 
heart disease in 3, and heart disease of unknown 
cause in one (Fig. 5). McPeak and Levine’ re- 
viewing the frequency of right hydrothorax in 
heart disease as determined by thoracentesis 
found that 35 had rheumatic heart disease, 22 
coronary sclerosis, that is, arteriosclerotic heart 
disease, and 18 had hypertensive heart disease 
and in their postmortem series 55 were rheu- 
matic, 25 coronary, 23 hypertensive and 7 luetic 
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in origin. In the effusions determined by thora- 
centesis 93 were done on the right chest, 22 on 
the left and 12 times both sides were explored. 


In the 110 cases studied at postmortem hydro- 
thorax was present on the right side in 6 cases, 
on the left in 5, and bilaterally in 99 instances. 
These authors attribute the higher than usual 
frequency of bilateral hydrothorax to “the 
manner of screening the subjects and the use of 
different methods of recovering and considering 
the fluid.” 


Ten of our cases were attributed to malig- 
nancy, three of which were bronchogenic in 
origin. The remainder were metastatic, with 
the breast the primary site in three instances. 

There were five cases which fell into the 
miscellaneous group. One was chronic glomeru- 
lonephritis, one amebic hepatitis, one had portal 
cirrhosis of the liver, one was associated with 
chronic suppurative salpingitis, and a case ex- 
hibited the criteria for Meig’s syndrome. 


COMMENT 


The presence of fluid in the chest is almost 
always a poor prognostic sign, and in the great 
majority of cases is secondary to some lesion in 
the chest or neighboring regions. It is relatively 
simple to evaluate the effusion, when the 
etiologic factor is apparent, but the great dif- 
ficulty lies in those effusions which have no 
apparent cause. Of this group, careful search 
and study will show that tuberculosis and 
malignancy make up the majority. Tuberculosis 
and pneumonia predominate in the age group 
below 40 and malignancy and heart disease in 
the group over 40. 
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VEGETABLE JUICE IN THE 
CULTIVATION OF PATHOGENIC 
MICRO-ORGANISMS* 


By ALEXANDER KIMLER, Major, Sn. C.t 
with the technical assistance of 
Iza F. Scott, T/4 W.A.C. 
Coral Gables, Florida 


The use of vegetable extracts or digests, 
whether single or mixed, as a basic ingredient in 
the culture of pathogenic micro-organisms, has 
been suggested by others in the past.!?345 The 
technic used in their preparation, or the necessity 
of using equipment not available at the time, 
may have prevented their general use. 

The low cost of the media to be discussed, 
the ease with which they may be prepared, and 
their general all purpose characteristics, may 
lend impetus to the search for simplifying lab- 
oratory routines without sacrificing thorough- 
ness. It may be noted here that this basic 
medium supports the growth not only of many 
pathogens, some considered fastidious in their 
requirements, but also of those often encountered 
in association with known pathogens, which are 
thought to be only secondary invaders; and of 
others which resemble pathogens but are con- 
sidered saprophytes. 

The basic ingredient of the media discussed is 
the filtrate of canned vegetable juice. Toma- 
toes probably represent the largest percentage 
of the vegetables used in the commercial product. 
A clear filtrate is easily obtained by filtering 
through one heavy layer of absorbent cotton. 

At the outset, some difficulty was encountered 
in the preparation of the agar, because of the 
softness of the finished product. Either or both 
of the following might be the answer. 

In processing the commercial product, pasteur- 
izing temperatures only are used. Since a num- 
ber of vegetable enzymes may thus not be de- 
stroyed and may therefore continue functioning, 
the agar may be soft due to digestion, if added 
before the inactivation of these enzymes. Since 
there is a decided drop in the pH of the juice 
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upon autoclaving, it may be that the agar is 
softened due to the presence of acid and a high 
temperature. 


Circumstances precluded further investiga- 
tion in determining the exact nature of this 
observation. 


PREPARATION OF MEDIA 


(A) Broth 

(1) To 400 c. c. of canned vegetable juice 
filtrate 

(2) add phenol red 0.2 per cent, 4 c. c. and 

(3) 600 c. c. distilled water. 

(4) Adjust to pH 7.8 with NaOH. 

(5) Autoclave 15 Ibs. 15 minutes. 

(6) Readjust pH to 7.2 with sterile 0.1 N 
NaOH. 

(7) Tube or flask aseptically. 

(B) Agar 

(1) Autoclave 400 c. c. of filtrate. Cool to 

80° C 


(2) Add phenol red 0.2 per cent, 4 c. c. 

(3) Adjust pH to 7.6 with NaOH. 

(4) To 600 c. c. cold distilled water, add 17 
grams agar. Let stand 5 minutes. 

(5) Heat agar with constant stirring until it 
boils and dissolves. 

(6) Mix agar with adjusted vegetable juice 
filtrate. Autoclave 15 Ibs. 15 minutes. 

(7) Readjust pH to 7.2 if necessary with 
sterile 0.1 N NaOH. 

(8) Break up aseptically in desired units in 
sterile tubes or plates and harden. 

(9) Use agar, prepared as above also for mak- 
ing blood agar plates, pour plates, and 
chocolate agar plates. 

Many growth accessory substances are present 
in the vegetable filtrate, such as factor T4, 
factor V5, thiamin, riboflavin, and probably 
others whose identity is still obscure. The basic 
medium is easily susceptible to variations in 
technic and is adaptable to the addition of sup- 
plementary substances such as sugars, tellurite, 
and ascitic fluid. 

A limited number of available pathogens were 
used for the study of growth upon this medium. 
Since no density comparison apparatus was 
available the organisms were inoculated into or 
upon the various media used, from saline sus- 
pension of 18 hour cultures incubated at 37° C.; 
using a standard 1 mm. loop. In order to insure 
a more inoculum, the loop was removed at right 
angle to the }*;uid suspension of the organism 
being used. When streaking on plates, the above 
technic was used, and the inoculum spread 
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GROWTH OF MICRO-ORGANISMS IN VEGETABLE 
FILTRATE BROTH 


Organism Growth Reaction 
E. coli Good Acid 
P. vulgaris Good Acid 
Ps. pyocyaneus , Good Alkaline (slight) 
Al. faecalis Good Alkaline (very) 
S. schottmulleri Good Acid 
E. typhi Fair Acid 
S. dysenteriae Good Acid 
S. aureus Good Acid 
a Streptococcus Good Acid 
B Streptococcus Good Acid 
a’ Streptococcus Good Acid 
D. pneumoniae Good Acid 
C. diphtheriae Poor No change 
C. xerosis Good Acid 
N. gonorrhoeae No growth No change 
N. intracellularis Poor Little change 
N. catarrhalis Good Alkaline 
M. tuberculosis No growth No change 
Table 1 


over the plates as uniformly as possible without 
lifting the loop. 

Various media were employed with and with- 
out the vegetable juice filtrate in determining 
the value of the canned vegetable product against 
that of standard media. The results noted were 
as follows: 

(1) A medium containing the vegetable fil- 
trate base generally showed better growth. 

(2) The filtrate showed up to best advantage 
in broth solutions. 

(3) It inhibited the spreading of P. vulgaris. 
(4) D. pneumoniae was highly favored by it. 
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(5) N. gonorrhoeae, N. intracellularis, C. 
diphtheriae, and M. tuberculosis showed little or 
no growth on this medium. 


In closing, two statements may be appropriate. 
It is probably true that Arnolding or Seits filter- 
ing would permit most accessory substances to 
remain only slightly altered. However, this 
would add greatly to the amount of time invested 
in the preparation of the medium. It may also 
be said that using an even more dilute solution 
of filtrate would probably give at least the same 
results, and would be cheaper. 


SUMMARY 


A basic medium is presented which compares 
favorably with others used in the cultivation and 
identification of organisms encountered in medi- 
cal bacteriology. The ease with which it is 
prepared, its low cost, and the multiplicity of 
its uses should make it a subject of further in- 
vestigation. With some modifications, this 
medium might be used to differentiate or- 
ganisms that are closely allied. 
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EDITORIAL DEPARTMENT 


BALTIMORE MEETING 


The JouRNAL goes to press before the meeting, 
of the SOUTHERN MEDICAL ASSOCIA- 
TION which anticipates a history making con- 
vention in Baltimore. News of it will appear in 
January. 


ANTIHISTAMINES 


The past decade which has seen splendid 
advances in the fields of infectious and nutri- 
tional diseases has not wholly neglected the 
field of allergy and anaphylaxis. Certain drugs 
now under investigation in allergic conditions 
are of much physiologic interest. 


The currently accepted or working hypothesis 
of allergy is that anaphylactic and allergic re- 
actions are the result of a tissue injury which 
releases a toxin like histamine, which dilates the 
capillaries, increases their permeability and per- 
mits escape of fluid into the tissues. 

Histamine is a substance associated with the 
decomposition of protein, found in small quan- 
tities wherever protein is found. One of its 
effects in the body is to increase the secretion 
of most of the glands. In the stomach it in- 
creases secretion of gastric juice and hydrochloric 
acid. 

It was shown in 1911 that the immediate 
symptoms of anaphylactic shock in animals were 
the same as those produced by injection of his- 
tamine. Similarly, shock in animals from other 
sources closely resembles the picture after 
histamine injection. Vasoconstrictors such as 
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epinephrine have long been employed to combat 
shock and anaphylaxis, in the hope of controlling 
the effects of the histamine-like vasodilator. Be- 
ginning in 1933, various substances have been 
isolated which will prevent action of histamine 
on the isolated guinea pig intestine and will also 
inhibit the phenomena of anaphylaxis in the 
intact animal. These materials have been studied 
abroad and in the United States. Although they 
protect the animal from the immediate lethal 
effects of anaphylactic shock, it has been noted 
that guinea pigs which survive often later die 
from a perforated peptic ulcer. Not all the 
histamine-like activity is blocked. The same 
substances, the antihistamines, may provide im- 
mediate relief of the symptoms of clinical allergy 
such as hay fever and urticaria. Asthma is 
benefited less frequently than are hay fever and 
urticaria. 

The clinical activity of these drugs has re- 
ceived much attention in medical literature of 
the past few years. Reviews in recent Ameri- 
can! and Canadian? journals summarize judg- 
ment of experimental work more or less as 
follows: four of the preparations most used are 
“neo-antergan,” “pyribenzamine,” “antistine,” 
and “benadryl.” Some undesirable effects ac- 
company use of any of them. “Pyribenzamine” 
and “benadryl” are perhaps less toxic than others 
of the group and give relief in a large proportion 
of allergic cases. Asthma is helped less than are 
urticaria and hay fever. If relief occurs at all it 
comes promptly. Sometimes if one of the group 
fails to alleviate symptoms, another is beneficial. 

The various preparations are not claimed to be 
cures for the underlying cause of allergic and 
anaphylactic reactions. They merely provide 
temporary respite from distress. Studies will be 
continued to learn the fundamental pathology 
of allergy. Improvement of the antihistamine 
drugs likewise continues. 


ADRENALS IN HYPERTENSION 


A little more evidence accumulates of adrenal 
changes in some forms of hypertension. The re- 
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sponse of these glands to either excitement or 
injury is of course very rapid. Almost instan- 
taneously, in fright or rage, adrenal secre- 
tion causes such reactions as elevation of blood 
sugar and blood pressure. Marked hyper- 
trophy of the adrenals of experimental animals 
occurs within six to twelve hours after irritation 
of the skin with mustard gas, according to 
Ludewig and Chanutin' of the University of 
Virginia. In a few days the same animals show 
an increase in the cholesterol and ascorbic acid 
content of the adrenal glands, apparently an 
adaptation syndrome to the irritant. One would 
expect cholesterol increase to be accompanied 
by an increase in fat-soluble vitamins. Ascorbic 
acid is of course the water-soluble C. 

The adrenal cortex is concerned in regulation 
of sodium and potassium concentrations in the 
blood, among its other functions. Animals treated 
with desoxycorticosterone, an adrenal cortex 
product, may develop rheumatism, hypertension 
and nephrosclerosis. In hypertensive patients 
treated with desoxycorticosterone the blood pres- 
sure rises further.? 


Selye, of Montreal, reports biochemical 
studies upon a group of hypertensives with a 
range of diastolic pressure from 89 to 150. She 
has plotted the sodium-to-chlorine ratio against 
the diastolic blood pressure, and notes that 
sodium/chlorine rises with increase in diastolic 
pressure. There were no patients in whom an 
increased sodium-to-chlorine ratio occurred with 
a normal blood pressure. There were, however, 
some high diastolic pressures in the presence of 
a normal sodium-to-chlorine ratio. One might 
consider that two etiological types of hyper- 
tension were here differentiated: one with high 
sodium-to-chlorine ratio, and one without. The 
increased ratio was more frequent in the younger 
age group with high diastolic pressures. 

Because raising of the sodium-to-chlorine value 
was accompanied by alkalosis, Selye treated all 
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hypertensives with ammonium chloride over a 
six- to eight-month period. Those with a high 
sodium-to-chlorine ratio tended to improve and 
show reductions in blood pressure upon this 
therapy. 


From the above, she suggests that the “out- 
moded” low sodium treatment of hypertension 
may find a rationale. Careful studies of cases 
to determine the serum content of sodium and 
chlorine would be desirable before ammonium 
chloride therapy. 


EYES FOR CORNEAL 
TRANSPLANTATION 


A much needed work is being done by the Eye 
Bank for Sight Restoration, which originated 
and has its headquarters in New York City. It 
obtains and preserves fresh human corneal tissue 
for transplantation to persons who have been 
blinded by corneal damage, but whose eye and 
optic nerve are otherwise normal. The Eye Bank 
was organized two years ago for collection and 
distribution of material. Its work also includes 
support of . fellowships for the training of 
ophthalmic surgeons in the technic of these 
operations, and for research into eye problems, 
chiefly concerning the cornea. Such interesting 
studies have been supported by it as replace- 
ment of cloudy vitreous in a blind man with 
the patient’s own spinal fluid, with some re- 
sultant improvement in vision. 


Affiliated eye banks have now been estab- 
lished and are functioning in Chicago, Boston, 
and in New Orleans, in the attempt to make the 
service available over a wide territory. Fresh 
corneas for corneal transplantation operations 
will be shipped by the Eye Bank promptly when 
needed to any part of the country. The supply- 
ing of this material, with the recent increase in 
the number of qualified eye surgeons, should 
make it unnecessary for patients to travel great 
distances for this type of surgery, or to wait over 
long periods for a good cornea to be made avail- 
able to them. Inquiries concerning the work 
should be made to the Eye Bank for Sight Res- 
toration, 210 East 64th Street, New York City. 
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Southern Medical in Chattanooga.'—At Hot Springs 
last year * * * the Council voted that it was high time 
that the Association revisit the city where it had re- 
ceived its birth certificate. * * * The city proved that 
it had ample hotel facilities, if a little doubling in rooms 
were resorted to. * * * The attendance of 1,781 was 
almost record breaking, being exceeded only by the 
Atlanta convention in 1916. 


Full Time Clinical Professors.A—As now organized, the 
full-time plan has a tendency to force young men out 
of academic life just as they begin to be valuable to the 
institution. Lack of money or a Procrustean salary scale 
prevents continued service * * * There is danger of 
universities’ following the plan of certain banks and 
mercantile establishments, that is, taking the cheapest 
labor possible, knowing that rapid replacement will be 
inevitable, but trusting to an occasional efficient employe 
to keep the standard up * * * In the department of 
athletics * * * the best man available is secured as 
coach, no matter how much salary he demands * * * 
always * * * much larger than that of any other 
teacher * * * sometimes * * * than the president * * * 
It should be looked upon as a recognition of the value 
of efficiency * * * Many academic plans are based upon 
the hope that young men with rich fathers or rich 
wives w.ll take up university careers for nominal salaries 
or that the wives of the younger men will eke out the 
family budget by working * * * Recently an ominous 
change has taken place. The ful’-time staffs that were 
to lead lives exempt from the cares and temptations of 
practice, undisturbed either by the bills of tradesmen 
or clients, are now expected by many university admin- 
istrators to earn the income needed, not only for their 
own salaries but by their departments. * * * by secur- 
ing rich patients and charging them large fees. * * * 
This idea is enticingly set forth by * * * Dean Hough 
(University of Virginia.) * * * an idea as tempting to 
university treasurers as ever the “damned guinea” was 
to professors in practice. * * * A slightly different plan 
is proposed by the President of the University of Mich- 
igan * * * who * * * would have as incumbent of the 
full-time chair not an unknown man, but “a man of 
experience in his profession who by the things he has 
done would command the confidence of his colleagues in 
the medical profession” * * * “one who would be willing 
to live in an unsatisfactory house * * * to * * * broaden 
the realm of knowledge” * * * by the age-old diagnosis 
and treatment of cases of disease, not * * * patients 
selected for their diagnostic and therapeutic problems, 
but for their ability to pay. * * * The so-called full- 
time plan is destined to be the goal toward which all 
real universities should strive. 


Editorial: The Sixteenth Milestone. Sou. Med. J., 15:1027, 
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Early Experimental Cancers'—For a hundred years 
chimney-sweeps’ cancer stood as the solitary example 
of the close association between a definite irritant and 
a peculiarly located disease. Within the last forty years 
others have been added * * * tar and pitch cancer, 
kangri cancer, paraffin cancer, aniline cancer, and, 
perhaps most striking of all, x-ray cancer * * * all at- 
tempts at experimental reproduction of cancer by any 
of these agents were, until quite recently, perfectly fruit- 
less. * * * During the last few years experimental cancer 
research has entered on a new phase. * * * This de- 
velopment had its starting point in the * * * brilliant 
researches of Fibiger of Copenhagen * * * he succeeded 
in cultivating the * * * nematode * * * Spiroptera 
neoplastica, * * * and * * * produced gastric car- 
cinomata in * * * rats * * * cancer has now been 
produced by various agents. 


Red Cell Cize4—In a recent study of the sizes of 
the erythrocytes in man under a variety of conditions, 
Price-Jones observed that the mean diameter of the red 
cells in pernicious anemia is larger, and in anemia follow- 
ing hemorrhage is smaller, than in health. In both of 
these conditions the range of size and variability of the 
red cell diameters is greater than in health. 


Electronic Diagnosis5—“A friend of mine, and an 
enthusiastic patient of one of the apostles of Dr. 
Abrams, urged that I send a specimen of blood for 
diagnosis* * *” writes Dr. J. E. Hughes, of Shawnee, 
Oklahoma. The report made on the specimen of blood 
sent in * * * gives the impression that the patient was 
in bad shape * * * “Metastatic carcinoma” * * * tuber- 
culosis genito-urinary tract * * * a streptococcic infec- 
tion in the gallbladder region * * * but on reading 
Dr. Hughes letter we learn: * * * specimen was obtained 
from one of our unsuspecting and believed to be virtuous 
guinea pigs. * * * Now comes Dr. L. J. Moorman of 
Oklahoma City with another diagnosis from osteopath 
Eisiminger of * * * some sheep * * * blood on blotting 
paper * * * “for which I paid $10.00” * * * of heredi- 
tary syphilis * * * Neisserian infection * * * tuber- 
culosis * * * Dr. Moorman says that Eisiminger * * * 
“insisted on discussing the question of treatment * * * 
agreed to guarantee a cure for $250.” 


Christmas Appeal for the Russian Doctors5—We com- 
mend to the sympathetic notice of every reader of the 
British Medical Journal * * * on behalf of the starving 
doctors and their families in Russia * * * This second 
appeal for our Russian colleagues in distress will surely 
find a response. What better relish for a Christmas 
dinner could be imagined than the knowledge that a gift 
had been willingly made toward the sending of a food 
parcel to sorhe famine stricken medical household in 
Russia ? 


3. Editorial: Cancer and Specific Irritamts. Brit. Med. J., 
p. hye (Dec. 9) 1922. 
Editorial: Regeneration of the Red Blood Cells. J.A.M.A., 
78: 2166 (Dec. 23) 1922. 
da for Relerm. Electronic Diagnoses. J.A.M.A., 


Propagan 
78: 2247 (Dec. 30) 192 

Editorial: Doctors * Russia: A Christmas Appeal. Brit. 
u’ 1230 (Dec. 25) 1922. 
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Powers, Bruce R., Knoxville, Tenn.: Observations on the Use 
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Southern Medical News 


ALABAMA 


ry - Thigpen-Cater Eye Hospital commemorating Dr. Charles 

A. Thigpen and Dr. Job 7 Cater, Montgomery, and The Alabama 
Sight Conservation Eye Clinic were dedicated on November 2 at 
Birmingham. Dr. Alston Callahan, Professor of Ophthalmology, 
the Medical College of Alabama, Birmingham, is Director of the 
new Eye Hospital which is a division of the Medical College. 

The six-story $862,000 City and County Health Building, 
Birmingham, is under construction and is expected to be ready 
for occupancy in April 1948. This is the first new structure to 
be erected in Birmingham’s Medical Center. 

Dr. J. G. Bohorfoush, Birmingham, has resigned as Lay 
Director, Jefferson Tuberculosis Sanatorium, effective December 1 
and has accepted a position with the Veterans Administration, 
Atlanta, Georgia. 

Dr. James Alto Ward, Jr., Birmingham, and Miss Audrey a 
Charbonnet, New Orleans, Louisiana, were married October 27. 


DeatTus 


Dr. William Stewart Chapman, Jackson, aged 50, died recently 
of coronary occlusion. 
Dr. Frank Elijah Chapman, Montgomery, aged 34, died recently 
of tuberculosis. 
Dr. Elbert Paul Green, Seta. aged 66, died recently of 
cerebral and arteriosclerosis. 
Dr Luther Hays, Cullman, aged 76, died recently of carcinoma 
of colon. 
Dr B. B. Warwick, Talladega, aged 68, died recently. 
= Oliver M. . Welch, Birmingham, aged "40, died ne follow- 
a heart attac 
Dr. John Thomas Winn, Cullman, aged 81, died recently of 
chronic endocarditis with cardiac hypertrophy y. 


DISTRICT OF COLUMBIA 


Dr. A. Barklie Coulter, Washington, has been appointed Sec- 
retary to the Council on International Affairs of the American 
College of Chest Physicians. 

Dr. J. Ross Veal, sm a attended the meetings of the 
+ — ~or Society in London in September and visited hospitals 

Dr. Kenneth Sihler Shepard, Washington, and Miss Helen Reis, 
Evanston, Illinois, were married recently. 

Dr. William Allen Howard and Miss Marion McAlpine Rowcliffe, 
both of Washington, were married recently. 

Dr. Robert Charles Haile and Miss Lucele Clare Brady, both 
of Washington, were married recently. 


FLORIDA 


Dr. Ralph M. Overstreet, Jr., West Palm Beach, has been 
awarded a scholarship for a four-week study in the Trudeau 
School of Tuberculosis at Saranac Lake, New York and two weeks’ 
additional study at Bellevue Hospital, New York, by the National 
Tuberculosis Association. 


Deatus 


Dr. Harriet D. Covert Battles, St. eniae, aged 87, died 
se | of acute dilatation of the hea 


. Charles Wilson Harper, Chipley, _ 56, died recently. 


GEORGIA 


Tenth District Medical Society has elected Dr. 
Washington, President; Dr. P. B. Stewart, Monroe, Vice-President; 
and Dr. M. C. Adair, Washington, Secretary. 

Coweta County Medical Society, which has been inactive for 
a number of years, was recently reorganized and the following 
officers were elected: Dr. Howard Glover, President; Dr. Joe 
Parks, Vice-President; and Dr. J. H. Arnold, Secretary- Treasurer. 

Dr. George Bachmann, Atlanta, announces his association with 
the Lowance Atlanta, 

Dr. George Cauble, Jr. formerly of Clarksdale, has opened 
offices for a medical practice at Cartersville. 

Dr. Chappell, Jr., formerly of Cordele and recently re- 
leased from the U. S. Navy, bas opened offices for the practice of 
medicine at Lumpkin. 


C. E. Wills, 
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Dr. Jacob Pope Eberhardt has opened offices at Elberton 

k T. Harper, Hartwell, has opened his office and clinic 
in ihe "Fag Building. 

ram L. Prince, 
cighticth "birthday. 

Dr. Lester C. Crismon is associated with Dr. J. Clarence 
Johnson and Dr. McClaren Johnson, Atlanta, Georgia, for the 
practice of internal medicine. 

r. S. B. Traylor, Barnesville, has been elected Mayor of 
Barnesville for a two-year term. 


Morganton, recently celebrated his 


Deatus 
Dr. Marion Trotti Benson, Sr., Atlanta, aged 70, died Sep- 


3. 

Dr. Franklin Carlisle Bivings, Atlanta, aged 68, died recently. 

Dr. James Henry Brooks, Decatur, aged 79, died recently. 

Dr. James Samuel Daniel, Harlem, aged 76, died September 

Dr. Archie Paul Evans, Hawkinsville, aged Lt St died recent 

Dr. Augustus Harris Frye, Griffin, aged 54, died recentl y of 
a heart attack. 

Dr. Word Redwine, Madras, aged 76, died recently. 

Dr. William Early Whittle, Iron City, aged 71, died recently. 


KENTUCKY 
Spencer County Medical ot recently had a re-o ame 
meeting and elected Dr. J. F. Furnish, President; and : ae 


Snider, Secretary-Treasurer. 

Kertucky State Medical Association at its recent annual meet- 
ing installed Dr. Guy Aud, Louisville, President; ae elected Dr. 
Charles A. Vance, Lexington, President-Elect. — Garland 
Sherrill, Louisville, received the association’s Service 
Medal for pioneering in the use of spinal anesthesia. Dr. J. Duffy 
Hancock, Louisville, received the E. M. Howard Medal for 
outstanding services as a physician and 


Deatus 


Dr. Peyton Ligon, Henderson, aged 86, died October 2 
Dr. William Jasper Sweeney, Liberty, aged 62, died Fa. 


LOUISIANA 


Orleans Parish Unit, American Cancer Society at its recent 

meeting reelected Dr. Manuel Garcia, President; Dr. Walter 
tary; Dr. M. S. Steege, Jr., Treasurer; and Mrs. C. 
Walther was elected Vice-President. 

Dr. Marcus J. Magruder, who has been a member of the staff 
of Touro Infirmary, New Orleans, for more than sixty years, was 
recently made a life member of the medical staff at exercises held 
at his bedside. He was recuperating from an eye operation. 

Dr. George E. Burch, Associate Professor of Clinical and 
Experimental Medicine, Tulane University of Louisiana School 
of Medicine, New Orleans, has been appointed Chairman of the 
of and Professor of Medicine, succeeding 

the late Dr. John H. Musser. 


DeatTus 


Dr. Frank Brostrom, New Orleans, aged 53, died recently of 
coronary thrombosis. 


surgeon. 


MARYLAND 


Dr. Frank E. Wilson, Silver Spring, has been appointed 
Administrator of American Red Cross medical services to su 
the late Dr. Courtney Smith, killed in a plane crash last June. 
Maryland State Department of Health has had the sum of 
$i, 695 granted by the U. S. Public Health Service for evaluation 
of cytologic test for cancer. 


Deatus 


Dr. Robert Galen Davis, Baltimore, aged 88, died recently of 
a hip fracture received in a fall. 

Dr. Harry Gokiberg, Baltimore, aged 62, died recently of 
brain tumor. 

Dr. John J. ang Baltimore, aged 63, died recently of 
cerebral hemorrhage and hypertension. 


MISSISSIPPI 


Dr. Felix J. Underwood, Jackson, Vice-Chairman, 
State Medical Board and Executive Officer of the Mississi 
Board of Health, has been a member of the State 
Education Board. 


i State 
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VITAMIN FOOD COMPANY 


DRIED BREWER’S YEAST DEPENDABLE FOR 
VITAMIN B’s INDEPENDENT GROWTH FACTOR 


A DEPENDABLE SOURCE of the whole of Vitamin B’s 
indispensable and independent growth factor, as yet known, is 
dried or autolysed grain-mash grown brewer’s yeast. 


Hess, New York, reporting in the London Lancet, Septem- a 
ber 10, 1921, said : ; 


“INFANTS OF UNDER ONE YEAR, AND ONE 
AND ONE-HALF AND TWO YEARS OLD who had 
maintained an almost constant weight for weeks or 
months in spite of various changes in diet, showed an 
immediate and continuous rise after the administration 
of autolysed yeast.” 


IMMATURE INFANTS. Bloxum, Tennessee, 1928, as sum- 
marized in Sure’s “The Little Things in Life” reported: 


“A series of thirty infants were fed Vitamin B 
daily in the form of brewer’s yeast, and their average 
daily gain was over 100 per cent greater than that of 
other infants admitted to the hospital. Brewer’s yeast 
is apparently rich in Vitamin B and supplies the 
growth promoting factor in large amounts.” 


i WIDELY CONFIRMED have been these results by many 

including Pritchard, Holt, Hoobler, Macy, Guest and associates. 
From a quarter to a half teaspoon, one to two grams, of 

dried brewer’s yeast is indicated and found easily borne. 


Samples to physicians and hospitals 


VITAMIN FOOD COMPANY, INC. 
Vitamin Research Laboratories, Inc. 


f ) 187 Sylvan Avenue Newark 4,N. J. £ } 
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A Modern Ethical Sanitarium 


at Louisville 
Established 1904 


BEAUTIFUL AND SPACIOUS GROUNDS 
AFFORD OUTDOOR RELAXATION 
Alcoholism—Senility—Drug Addiction 

Mental and Nervous Diseases 
Our ALCOHOLIC treatment destroys the craving, 
th ite and sleep, and rebuilds the physical 
and nervous condition of the patient. Liquors with- 
drawn gradually; no limit on the amount necessary to 
prevent or relieve delirium. 

MENTAL patients have every comfort that their 

home affords. 

The DRUG treatment is one of gradual Reduction; 

it relieves the the app and 
sleep; withdrawal pains are absent. No Hyoscine or 


@ app 


rapid used unless patient desires 
same. 
NERVOUS i are d by us for observa- 


tion and diagnosis, as well as treatment. 
Select cases of SENILITY accepted. 
Physiotherapy—Clinical Laboratory—X-Ray. 
Consulting Physicians 
Rates and Folder on request 


THE STOKES SANITARIUM 
B. W. STOKES, M.D., Medical Director, 
Telephones: Highland 2101—Highland 2102 
923 Cherokee Road, Louisville, Kentucky 


December 1947 


Continued from page 1042 


Deatus 


Dr. Cg Pelham Bates, Greenwood, aged 79, died recently of 
myocardi 
. Dr. Vitor Eethel Fox, Tomnolen, aged 60, died recently of 
eart 

Dr. Lewis Wade Hood, Biloxi, aged 63, died recently of heart 


“ Dr. “Hugh H. Tabor, Weir, aged 66, died recently of heart 
jisease. 

Dr. Wilbur S. Slaughter, Jonestown, aged 66, died recently of 
heart disease. 


MISSOURI 


An International Cancer Research Commission was established 
at the Fourth International Cancer Research Congress held in St. 
Louis, September 2-7. This newly created International Cancer 
Research Commission does not in any way replace the much larger 
International Cancer Research Congress which will continue to 
anal in different parts of the world at intervals of about three 


yea 

Dr. Howard B. Goodrich, Hannibal, has been reelected President 
of the State Board of Medical Examiners of Missouri. 

Dr. Oliver H. Lowry, for the past five years with the staff 
of the Public Health Research Institute of New York City, took 
up residence as head of the Department of Pharmacology, Wash- 
ington University School of Medicine, St. Louis, on December 1. 

Washington University, St. Louis, has had o sum of $10,800 
granted by the U. S. Public Health Service for experiment in 
medical education and oncology. 


DzaTus 
Dr. Henry Campbell, Graham, aged 67, died recently of 
cerebral hemorrhage. 
Dr. William Thomas Dean, St. Louis, aged 60, died recently 


of coronary thrombosis. 
Dr. Benjamin George Haumesser, St. Louis, aged 53, died 


recently of cirrhosis of the liver. 
Dr. Edward T. Hornback, Hannibal, aged 83, died recently 
rombosis. 


of coronary th 
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He’s a hard worker, enthusiastic . 


conducted in strictest confidence. 


Please telephone or write us for additional information. 


“A YOUNG SURGEON 
in whom you may place 


A GREAT DEAL OF CONFIDEN 


The above statement is from his chief. This young 
surgeon will be available the first of the year and he will have completed Part I 
of his Boards. His background is excellent in every respect, and includes 
an M. S. in surgery from one of our outstanding University Clinics. 


. . a stable family man. 


All negotiations 


BURNEICE LARSON, Director THE MEDICAL BUREAU 
Palmolive Bldg., at 919 N. Michigan Ave. CHICAGO 


ILLINOIS 
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Dependability in a handy miniature 
--- KODAK 35 CAMERA with Range Finder 


HIS PRECISION CAMERA has found high favor among “minia- Major Kodak products for 
ture”’ users. It takes 20- or 36-exposure roll film .. . is sim- the medical profession 
ple and easy to handle. With its compact convenience, coupled —_ X-ray films; x-ray intensifying screens; 
range finder for exact split-field focusing, and color-corrected 
Lumenized lens, it goes everywhere, “gets the picture”—needle- natin 
sharp, in black-and-white or in full-color Kodachrome Film. and motion picture; photographic films 

Precise, yet rugged and dependable, Kodak 35 Camera is —color and black-and-white (including 
typical of the many products Kodak makes. That’s why the _ inftared); photographic papers; photo- 
medical profession turns to Kodak not only for personal cameras ee ee 
but also for every radiographic and photographic recording me- 
dium needed. ... Eastman Kodak Company, Medical Divison, 
Rochester 4, N. Y. 


synthetic organic chemicals; 
Recordak products. 


Serving medical progress through Photography and Radiography 
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Continued from page 50 
NORTH CAROLINA 


Announcing the availability of University of North Carolina, Chapel Hill, has been made a 
grant of $3,400 by the U. S. Public Health Service to develop 

PERTUSSIS | M MUNE SERU M <n oe program for teaching pathology of neoplasms to medical 

H Formal dedication exercises were held on September 19 at 

( uman) Graylyn, the Bowman Gray estate in Winston-Salem which has 


P been given to the Medical School for use as a rehabilitation and 
IN VACUUM DRIED FORM convalescent center. This center is being operated by the Depart- 
ment of Neuropsychiatry, Bowman Gray School of Medicine of 
Wake Forest College. Dr. Lloyd J. Thompson, Professor of 
Neuropsychiatry, is Chief of Service, and Dr! Douglas M. Kelley, 
Associate Professor of Neuropsychiatry, is Medical Director at 
Graylyn. 

Dr. Raymond W. Postlethwait, a native of New Martinsville, 
West Virginia, has been appointed Instructor in Surgery, Bowman 


Once again we have Pertussis Gray. School of Medicine of Wake Forest College, and will take 
up his duties on January 1, 
Immune Serum (Human) in the Dr. Frank R. Lock, Director, Department of Obstetrics and 
preferred vacuum dried form. Gray School of of Wake 
sas ‘college, Winston-Salem, was chosen as one of the seven specialists 
Orders from physicians anywhere pen Rs the country to Se guest speaker at the first annual 
filled quickly. Twenty-four-hour Postgraduate Assembly of the San Diego County General Hospital 
° handl 1 h d in San 7 California, which met October 6-8. 
Pas tee to han oy: of = orders. Dr. J. B. Anderson has reopened his office in Asheville for the 
or literature and full information, practice of general surgery. 
: ‘ Dr. Joseph J. Combs, Raleigh, has been appointed State Coll 
write to: physician, succeeding the late Dr. A. C. Campbell. D Dr. Combs 


will work at the institution on a part-time basis, maintaining his 


THE PHILADELPHIA SERUM Wala ssnounces the opening of offices 
EXCHANGE 


A non-profit organization era 


onede Dr. Robert J. Nelson, Robersonville, 83, died of 
1740 Bainbridge Street arteriosclerosis cerebral 
Philadelphia 46, Pennsylvania 
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VALENTINE’S MEAT EXTRACT 
READILY ASSIMILATED 
PALATABLE 


Extensively used in Illness and Convalescence 
for over Seventy-five Years. 


x= 


Sa s In Pediatrics - - In Geriatrics - - And In Between 
/ 


Valentine’s Meat-Juice Company 
Richmond 9, Virginia 
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John Townsend Pitkin 
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For him ... almost half a century of service! 


LMOST from his very first experience with the 
new x-ray, Dr. John Pitkin contracted severe 
dermatitis. 


For many years, he suffered extreme pain—writing, 
speaking, and telling cc-workers all over the country 
about the symptoms and channels of his malady, 
that they and future roentgenologists might not suffer 
as he did. 


His most remembered speech on the subject was be- 
fore the 1903 meeting of the American Roentgen Ray 
Society at the University of Pennsylvania. At this 
time he reported the course of his radiation illness— 
dividing it into four clinical stages: ““The preparatory 
stage—the threatening stage—the stage of inflamma- 
tion—and finally the chronic skin changes.” 


In spite of his pain, Dr. Pitkin continued his medical 
practice in Buffalo . . . continued his vast amount of 
writing, up to one week before his death in the spring 
of 1935.* 

In the shadow of men like John Pitkin, Ansco scientists 
‘ave, for 1 great many years, been developing new 
films and chemicals to make the x-ray still more 
effective. 


One of those products is Ansco Non-Screen X-Ray 
Film. A film that is extremely valuable in extremity 
work, because of its speed and definition. Non- 
Screen Film builds up heavy density and high con- 
trast, permitting the production of radiographs of 
exceptional brilliance. 


Non-Screen Film and all the other Ansco x-ray prod- 
ucts are designed to bring you radiographs that are 
clear and easily diagnosed. You will find that they do 
just that. Ansco, Binghamton, New York. A Division 
of General Aniline & Film Corporation. 


*“American Martyrs To Science Through the 


Roentgen Rays,” by Percy Brown, M.D. Published 
by Charles C. Thomas, Springfield, III. 


ns CO X-RAY FILMS AND CHEMICALS 
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Continued from page 52 
OKLAHOMA 
Jacques P. Gray has resigned as Dean, University of 


School of Medicine and will be Medical Consultant 
patients accept with 5 Davis and Company, Detroit, Michigan. 

Dr. J. Tolbert, formerly of Oklahoma City, is practicing in 
Mountain 

Dr. John R. Reid, after a year’s absence for special study in 
Los Angeles, California, has returned to Altus to resume 
medical practice. 

Dr. M. M. Turlington, Seminole, recently celebrated his seventy- 
ninth birthday. 

Dr. Samuel B. Leslie, Jr., has opened an office at Morris for 
the practice of general medicine and surgery. 

Dr. M. B. Prentiss, after spending the past few years in Florida, 
has resumed his practice at Snyder. He is the father of Dr. H. M. 
Prentiss, Roosevelt, who is taking postgraduate work in surgery 
at Mayo Hospital, Rochester, Seureneue 

Dr. W. E. Hubbard, formerly of Frederick, has opened an 
office in Tipton. 

Dr. J. J. Smith, Shattuck, has been appointed County Super- 
intendent of Health of Ellis County. 

Benedictine Sisters’ Charity Hospital, Guthrie, received a gift 
of $300,000 from the Price Foundation of Greenwich, Connecticut, 
at recent ceremonies attending the laying of the cornerstone. 


Dratus 
- > a T. Anglin, Dover, aged 70, died recently of arterio- 


Dr Catherline T. Bradia, at, aged 72, died recently. 
Dr. Zale Chaffin, Oklahoma City, aged 33, died recently. 
Dr. Vivian Verne Grant, Oklahoma City, aged 65, died recently 
of myocardial infarction. 
Dr. Goose Wendell Phillips, Sayre, aged 60, died September 1. 


F. Spurgeon, Frederick, aged died 
John “Maxwell Watson, Enid, aged 74, died recently follow- 
attack. 


SOUTH CAROLINA 


gr anules Dr. C. P. Armstrong, Fountain Inn, has moved to Atlanta, 
a Sy = doing special work in neurology. 
E. B. Saye, pathologist at Spartanburg General Hospital 


Continued on page 56 


| LaMOTTE BLOOD CHEMISTRY SERVICE 


This service consists of a series of accurate, simplified control outfits for conducting the following tests: 


Albumin and Sugar Calcium-Phosphorus Icterus (Pigford) Sugar in Urine 
in Urine in Blood Icterus (Micro) Sulfonamides 
*Alcohol in Blood Chlorides in Blood *Kline Test for (Blood & Urine) 
and Urine Cholesterol in Blood Syphilis Urea in Blood 
; Alveolar Air COe Creatinine in Blood PH of Blood Urea in Urine 
{ Tension *Densiometer (Large) pH of Urine Uric Acid in Blood 
Bilirubin in Blood *Densiometer (Small) P.S.P. (Block Type) Urine Reaction 
Blood Loss in Body Gastric Acidity *P.S.P. (Roulette Urinalysis 
Fluids Hemoglobinometer Type) Vitamin C in Blood 
Bromides in Blood Sugar in Blood & Urine 
The above tests can be supplied in sep units or, with the exception of the larger units (*), in combination form. 


An example is the 


NEW LaMOTTE PHENOLSULFONPHTHALEIN OUTFIT 
(ROULETTE TYPE) 


This new LaMotte outfit employs a new principle of comparison 
developed in the LaMotte Research Laboratory to give greater accuracy 
in the phenolsulfonphthalein test. The procedure used with this outfit 
has proved effective in removing the source of error attributed to the 
presence of turbidity and color in the urine specimen. Price, complete 
with daylight reading arrangement, plug-in attachment, and snap 
switch—$50.00 F. O. B. Towson. 

If you do not have the LaMotte Blood Chemistry Handbook, a 

complimentary copy will be sent upon request without obligation. 


LaMOTTE CHEMICAL PRODUCTS CO. 
Dept. S Towson 4, Md. 
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gives you these 
outstanding advantages 


The KELEKET 100 MA Multicron 
Generator is the new, simple and 
accurate Control, in one compact 
unit, for your x-ray needs . . . for 
chest radiography and fluoroscopy; 
for genito-urinary work, spot film 
technics, orthopedic applications 
and superficial therapy. 


The maximum diagnostic rating 


of the apparatus is 120 KVP, and 
the maximum milliamperage at low 


kilovoltage settings is 100 MA. 


_Keleket 100 MA Multicron 
Control and Transformer, 


New styling of the cabinet allows close 
work without hindrance. The sloping 
panel top presents unobstructed view 
for quick, accurate dial settings. Ideal 
for the doctor with a well-rounded 
practice and for the doctor who intends 
to add x-ray facilities. Call your 
KELEKET Representative or write. 


The KELLEY-KOETT Monufacturing Co. 


25612 WEST FOURTH ST. COVINGTON, KY. 


KELEKOTE—THE LOGICAL FINISH FOR MODERN X-RAY EQUIPMENT 
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Continued from page 54 


since 1938, has resigned to become pathologist at the John D. 
Archibald Memorial Hospital, Thomasville, Georgia. 

Dr. Jack D. Parker, Greenville, was elected President, Pied- 
mont Post Graduate Clinical Assembly at the twelfth general 
session held in Anderson in September. 

Dr. W. E. Baldwin, Walhalla, has been granted a leave of 
absence from the State Board of Health in order to study at the 
University of Michigan. 

Dr. William Goodlett, Pelzer, has moved to Greenville and is 
associated with Dr. Frank Daniel in the practice of general 
medicine. 

DEATHS 

Dr. J. F. Garrett, Greenville, aged 51, died October 2. 

Dr. G. M. S. Roof, Columbia, aged 52, died September 7. 
~ Henry Boardman Stewart, Fairview, aged 92, died September 
15. 


TENNESSEE 


The Acuff Clinic has been opened at 514 West Church Avenue, 
Knoxville. The following physicians are connected with the 
Clinic: Dr. Herbert Acuff, Dr. Kyle C. Copenhaver, Dr. James 
B. Ely, Dr. Park Niceley, Dr. Willard J. Irwin, Dr. Harry Jenkins, 
Dr. Edwin T. Coleman, Dr. B. M. Overholt, Dr. Robert C. Kim- 
brough, Jr., Dr. N. M. Newport, Dr. Jesse C. Hill, Dr. Ralph 
H. Monger and Dr. Frank Rogers. 

Tennessee Department of Public Health has been granted $5,440 


Continued on page 58 


io] DELUXE OPHTHALMIC CHAIR AND UNIT 


The Recognized Leader 
in Professional Refracting Equipment 


Check All These 
Time-Tested Features: 


Smart Practical Design 

Smooth Independent Operation 
Quick Easy Adjustability 

Relaxed Comfort for Patients 
Convenient Placement of Instruments 
Complete Electrical Equipment 


Lifetime Guarantee of Oil Com- 
pression Units 


Durable Construction Throughout 


Available in choice of attractive 
finishes . . . grained mahogany, 
walnut, ivory-tan, gray, or white. 


For further information call, write, 
or visit your nearest AO Branch. 


American @ Optical 
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These important 
Rh SERVICES 


are now available 


1. Rh testing, including Rh typing, tests 
for Rh antibodies, and titrations. 

(Rlood specimens can be submitted by 
mail.) 

2. Anti-Rh serum for rapid slide testing. 
3. High titer anti-A and anti-B blood 
typing sera. 


4. Rh negative blood of all types, dis- 
tributed under U. S. Government License 
No. 139. 


For complete information write to: 
THE PHILADELPHIA SERUM 
EXCHANGE 


A non-profit organization 
1740 Bainbridge Street 
PHILADELPHIA 46, Pa. 


Continued from page 56 


by the U. S. Public Health Service for epidemiologic and sta- 
tistical rese 

Dr. Elisabeth Gehorsam es the opening of offices im 
Memphis, practice limited to psychiatry. 

American College of Surgeons at its meeting in New York or 
accepted the following physicians into fellowship: Dr. John 
Dougherty, Knoxville: Dr. Milton L. Evans, Dr. William T. 
Howard, Dr. Frederick M. Jacobs, Dr. Hugh Smith and Dr. 
Malcolm Stevenson, Memphis; Dr. Charles K. Fardner, 
Robert H. Magruder and Dr. Louis Rosenfeld, Nashville; 
Oscar B. Murray and Dr. John J. Killeffer, Chattanooga: 
Ben H. Marshall, Fayetteville; Dr. Dana W. Nance, Oak Ridge: 
and Dr. Joseph E. Young, Sweetwater. 


TEXAS 


Texas Tuberculosis Association at its annual meeting held 
September 15-16 in Dallas elected Mr. F. K. Dougharty, Liberty, 
President: Dr. David McCullough, Kerrville, First Vice-President: 
Dr. Elliott wy. ag Dallas, Second Vice-President; Mr. J. WwW. 
Butler, Texas City, Secretary; and Dr. Z. T. Scott, Austin, 

exas Chapter of the American Trudeau Society has elected 
Dr Elliott Mendenhall, Dallas, President; Dr. pai E. Dailey, 
Houston, President-Elect: Dr. R. G. McCorkle, San Antonio, 
Vice-President; and Dr. Tom R. Jones, Houston, Secretary. 

Baylor University Hospital, Dallas, is raising a million dollars 
for the construction of a new 400-bed unit to be named for the 
late George W. Truett, world renowned Baptist minister. This 
memorial fund will be combined with three million |e ous 
available to erect a seven-story hospital unit designed to 
the main edifice of Baylor Hospital. 

Southwestern Medical College, Dallas, recently furnished the 
following six physicians to conduct a survey of health conditions 
on the Navajo Indian reservation at Window Rock, Arizona, the 
physicians being sent by the Secretary of the Interior: Dr. Ozro 
T. Woods, Chairman; Dr. Arthur Grollman, internist and nutri- 
tionist; Dr. Martin Buehler, internist; Dr. Francis Reichsman, 
tuberculosis specialist; Dr. Salmon Halpern, and Dr. 
John Henry Fish, ophthalmologist, all of Dallas. 


Continued on page 60 


} 
| 
Controlled PENTOTHAL* 
SCDIUM ADMINISTRATION |} 


The new Bonznt Syringe Holder is designed to ad- 
minister Pentothal* Sodium, or any other intravenous a 
medication in exact dosage, either continuously or 
intermittently. For aspiration, it is only necessary to j 
reverse the turn of the screw. Six micrometer gradu- z 
ations permit delivery of amounts as small as Y% minim 
with a 5 cc syringe and progressively larger amounts; 
accepts 5, 10, 20, 30 or 50 cc syringes. Compact in d 
size (3% by 8'2 inches, unassembled); fits into any 
standard instrument sterilizer. Additional advantages: 
(1) eliminates the fatigue of manual delivery; (2) posi- 
tive action prevents blood coagulation in the needle; 
(3) affords freedom to observe patient. Made of 
polished stainless steel and chromium-plated bronze a 
—+stores in a leatherette-covered case. Low priced; ; 
fuily guaranteed. Descriptive circular sent on request. Z 


JA759 — Bonzat Syringe Holder, complete in case, ye 
but without syringe shown, only.........$39.50 


*Registered Trade-Mark of Abbott Laboratories 


A. S. ALOE COMPANY 


General Offices: 1831 Olive St. ¢ St. Louis 3, Mc. 
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BLADES 


“are recognized the world over as pos- 

sessing ‘a degree of uniformity indis- 
_- pensable to the attainment of desired. 
functional efficiency in surgery. 


Each and every blade provides— 
sharpness throughout the entire 
length ofthe cutting edge. 


resistance to lateral pressureby 

virtue of the exclusive Rib-Back prin- 

ciple of blade reinforcement. 

fabrication which insures firm. | 

and accurate attachment to Bard- : 
Parker Handles. 


pre-war qualities that have suf- 
fered no wartime change. 


Ask your dealer 


BARD-PARKER COMPANY, Inc. 
. Danbury, Connecticut 
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plete line for clinical lab ies de- 

to all branches of chemistry, bacteri- 

ology, h tology, and Tested 

and checked in our own clinical laboratories. 

Purity warranted. Our facilities assure prompt 

om of large or small orders. Inquiries 


COMPLETE CATALOG 


ts catal d alphab Nd 
according to sub- Reng’ 
jects and techniques, plus med- "ence 
ical reference guide. Catalog Suite 
comprises ‘full line blood test- 


ing sera includin om Rh, Cea, 
anti-M and por also re- 
agents for Wassermann, Kline, 
and Kahn tests. Write for 

copy. FREE ON REQU 


GRADWOHL 


LABORATORIES 
BLM. Gradwohl, M. D..Director 
3514 Lucas Av. St. Louis, Mo. 


Therapeutically. . 
THE PROMPT RELIEF 


of non-aystemic origin 


“CARBISULPHOIL 


Continued from page 58 


Raymond Gregory, Professor of Medicine, and Dr. Eric 
at Professor of Physiology, University of Texas Medical 
Branch, Galveston, has been appointed to the Medical Advisory 
Council of the American Foundation for High Blood Pressure. 

Dr. D. K. Robison, Rocksprings, has recently resumed his 
practice following the amputation of one of his legs 

Dr. John Albert Garcia, Austin, and Miss Mary “Sue Morrison, 
Houston, were married recently. 


Deatus 


i James A. Abney, Brownwood, aged 100, died recently of 
seni 
James Harvey Edgar, Richland, aged 73, died recently of 
m...¥ myocarditis and general debility. 
r. George Becker Cornick, San Antonio, aged 53, died recently 
of 
Dr. Andrew Gregg Copeland, Timpson, aged 75, died recently of 
cancer of the throat. 
Dr. Uriah Goodman Mitchell Walker, Jr., Flint, aged 77, 
died recently of pulmonary edema. 
Dr. Thomas S. Grissom, Mount Pleasant, aged 76, died Sep- 
tember 27 of congestive heart disease. 
Dr. Charles Campbell Green, Houston, aged 65, died recently of 
hypertensive cardiovascular disease. 
Dr. Christopher Adam Henry Arnecke, Arneckeville, aged 87, 
died September 2 of coronary occlusion. 
Dr. Edwin Rudolph Svrcek, La Grange, aged 31, died recently. 


VIRGINIA 


Southeastern Allergy Association will hold its third annual 
meeting in Richmond, Jefferson Hotel, January 17 and 18. 

Dr. le Johnson, | = Montgomery, Alabama, has been 
named Superintendent, DeJarnette State Sanatorium, Staunton. 

Augusta County Medical “ws has elected Dr. Leland 
C. Brown, —oy President; Charles L. Savage, Waynes- 
boro; Dr. Joseph Williams, A, and Dr. James B. Pettis, 
Staunton, Mice Presidents; Dr. Ch arles F. Gaylord, Staunton, 
Secretary; and Dr. John E. Womack, Staunton, Treasurer. 

Norfolk County Medical Society has installed Dr. Millard B. 
Savage, President; and elected Dr. Benjamin A. Doggett, President- 


Continued on page 62 


fruits are extra deli- 
cious, even baby can 
taste the difference! 
The Foley Food Mill 
strains cereals. 
purees vegetables, 
mashes fruits in jig time. 
No fuss... no tiresome 
pushing through sieve Retail 
with a spoon! $189 
Just a few turns of the 
handle separates fibres 
and hulls and strains any 
food fine enough for the 
smallest baby or for any 
adult smooth diet. Sold at 

and Hardy Stores. 

Professional Offer to Doctors 

1 only, $1.25 postpaid 


PROFESSIONAL OFFER TO NURSES 
FOLEY MFG. CO., 
3317-12 5th St., Minneapolis 18, Minn. 


Ss As per Professional Offer to Doctors only, | enclose $1.25 
gw for I Household Size Foley Food Mill. 
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Was it Huxley’s Peptic Ulcer 
that always returned in the fall? 


Thomas Henry Huxley 
was Darwin’s staunchest 
ally in the dramatic fight 
between science and 
fundamentalism. But his 


writings, platform ap- 


pearances and public de- 
bates brought on painful attacks of “dys- 
pepsia.”” 

Even though he retired at 59, his ulcer 
symptoms! returned to plague him each fall. 


'Rehfuss, M. E., The Ulcer Life, Clinies 3:480-493 (Oct.) 1944. 


Recurrences or relapses are the rule in 
peptic ulcer. Nearly half the recurrent attacks 
come in the fall, a third more in the spring. 

A return to full ulcer therapy twice a year 
is the best prophylaxis against renewed attack. 
Phosphaljel (Aluminum Phosphate Gel, 
Wyeth) meets all requirements for the mod- 
ern antacid therapy—safely buffers gastric 
acidity without danger of alkalosis or acid 
rebound . . . permits a liberal bland diet even 
in nonambulatory cases. 


PHOSPHALJEL 


Aluminum Phosphate Gel, Wyeth 


WYETH INCORPORATED 


PHILADELPHIA 3, PA. 


Wipeth 
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Elect; Dr. H. a, Vice-President; Dr. Walter P. Adams, 
Secretary; and Dy. B. L. Parrish, Treasurer, all of Norfolk. 

Dr. J. Morrison Hutcheson, Richmond, was honored recently by 
Hampden-Sydney College when the honorary degree of LL.D. was 
conferred upon him. * 

Dr. Richard H. Laning has been appointed Health Officer 
of the newly organized Amherst-Nelson District with headquarters 
in Amherst. 

Dr. Richard T. Armest has been appointed Health Officer of 
the newly created Northern Neck Health District (Westmoreland, 
Richmond, Lancaster and Northumberland Counties), with h 
quarters at Warsaw. District offices will be maintained at 
Montross, Heathsville and White Stone. 

Dr. Thomas F. McGough, Health Officer, Elizabeth City- 
Warwick County Health district, and Dr. H. D. Crow, in charge 
of the Nansemond-Suffolk-Isle of Wight Health District, are on 
terminal leave me post-graduate work at Johns Hopkins School 


i Continued from page 60 


of Public Health 
DeatTHs 
Dr. William Harvey Bruce, Pennington Gap, aged 58, died 
recently. 


Dr. Ventente Sargent Hanna, Norfolk, aged 72, died recently 
of arteriosclerosis and gastric ulcer 


: Dr. vy 4. Gibson Hooten, aged 56, died recently 
Dr. Arthur Lee Wilson, Lynchburg, aged 72, died recently of 
bolic cerebral hemorrhage. 


WEST VIRGINIA 


Dr. Walter E. Vest, Huntington, was reelected President of the 
Public Health Council at the October meeting. He has been a 
eA C the Council since 1933 and has served as its President 
since 1937. 

Dr. George M. Lyon, Huntington, recently released from 
military service, has resumed duties as Chief, Radioisotope Sec- 
tion, Veterans Administration. 

Dr. Paul H. Harmon, for the last three years Medical Director, 
Morris Memorial Hospital for Crippled Children, Milton, has 
resigned to devote more time to the practice of orthopedic sur- 


granules 
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E. S. CO. Ointments 


OPHTHALMIC AND NASAL 


Catalog and Price List 
On Request 


Manhattan Eye Salve (Company 


Incorporated 1063-65 Bardstown Road, LOUISVILLE 4, KENTUCKY 
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“Patients afflicted with chronic maladies... become increasingly 
undernourished as the disease progresses.” * 

“It cannot be over-emphasized that malnutrition exists coinci- 
dent with a primary disease, that malnutrition is a serious com- 
plication and is amenable to therapy.”* 

“As these patients are in such great need of protein, a therapy of 
over-feeding is indicated.”* 

“The effect of protein hyperalimentation is truly remarkable in 
(many) conditions.”* 

“Nothing is as striking as to see these symptoms (mental depres- 
sion, lack of appetite, weakness and lassitude) disappear in a 
few days of a regimen of ‘hyperalimentation’.”* 


“The ideal high protein therapy in patients able to take food by 
mouth is the oral administration of a palatable, easily digested 
protein or protein derivative capable of being incorporated in 
large quantities in the common foods and of producing large 
positive nitrogen balances.”* 


Essenamine 


SPECIALLY PROCESSED PROTEIN « DERIVED FROM LACTALBUMIN 


For Oral Protein Therapy 


Kozoll et al* who observed a percentile increase in nitrogen re- 
tention from 11 per cent on a low protein diet to 43 per cent on 
a high protein diet state that their “success with the employ- 
ment of Essenamine as the principal ingredient of a high pro- 
tein diet was probably due to four factors: 


(1) “its high conc ion of proteins; 
(2) “its high content of essential amino acids, that is, its high 
biologic value; 


(3) “its lack of any pronounced taste, so that it can be incor- 
porated in large quantities in other foods that have a 
pleasant taste; 

(4) “its limited solubility...(which) apparently minimized 
the concentration of amino acids in the small intestine at 
any one time, so that the sense of fulness was postponed 
and the tendency to diarrhea...did not occur.” 


Essenamine is supplied in, 7% and 14 oz. wide-mouth jars, 


‘ORK 13,,N. Y. WINDSOR, ONT. 


1Cannon: Some Pathologic Aspects of Undernutrition, Proc. Inst. Med. Chicago 15:20, 1944. 
2Sprinz: Malnutrition, M. Clin. North America 30:363, 1946. 
?Kozoll, Hoffman, Meyer and Garvin: High Protein Therapy, Arch. Surg. 53:683, 1945. 


Trade Mark Essenamine Reg. U. S. Pat. Off. 


The businesses formerly conducted by Winthrop Chemical 
Company, Inc. and Frederick Stearns & Company cre now 
owned by Winthrop-Stearns Inc. 
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gery in Huntington. Dr. Harmon will continue as a member of 
the staff. 

The following have been accepted ae fellowship in the Ameri- 
can College of Surgeons: Dr. Charles E. Davis, Jr., Beckley; 
Dr. William H. Allmar, Clarksburg; Dr. Robert C. Bock, Dr. 
John E. Lutz, Dr. Theodore P. Mantz and Dr. Joseph P. Seltzer, 
Charleston; Dr. Seymour W. Meyer, Elkins; Dr. William E. King, 
Morgantown: and Dr. John S. Meier and Dr. James K. Stewart, 

eeling 

Dr. George E. Gwinn, Beckley, has resigned as Superintendent, 
Pincrest a state-owned tuberculosis institution in 
Beckley. Hugh S. Edwards. Beckley, has been named Acting 

Dr. P. C. Soulsby, Eskdale, has moved to St. Albans. 

Dr. C. E. King, Petersburg, is taking a postgraduate course in 
iuatoloey at the University of Illinois School of Medicine, 


Chic 
Dr. Harold W. Ward, formerly of Sutton, and who has been on 


granules 


granules 


December 1947 


the staff at Veterans Hospital, Huntington, has moved to Charles- 
ton to continue in general practice. 

Dr. Paul C. Spangler, Morganton, North Carolina, has located 
at Princeton. 

Dr. B. McCoy, Boston, has opened offices in Petersburg for 
the general practice of medicine. 

r. James R. Bloss, Huntington, was elected President, American 
Association of Obstetricians, Gynecologists and Abdominal Sur- 
geons at its recent annual meeting held at Hot Springs, Virginia. 
After serving as Secretary for the last thirteen years, Dr. Bloss 
will assume his new duties in 1948. 

Cabell County Medical Society has elected Dr. Carl A. Hoff- 
man, President; Dr. Thomas G. Folsom, Vice-President; Dr. 
Francis Coffey, Treasurer; and reelected Dr. Thomas L. Grove, 
a yo the new officers to assume duties January 1, 1948. 

Royd Ray Sayers, who has been connected with the U. S. 
Public Health Service for several years, has been named Chair- 
man of the Medical Board created by the trustees of the United 
Mine Workers Welfare and Retirement Fund. 

Dr. George Louis Armbrecht and Miss Eleanor Lincoln Flint, 
both of Wheeling, were married September 30. 


Dr. William Henry Burgess, Williamson, aged 80, died October 7 
following a heart attack. 

Dr. Okey Warren Coplin, Elizabeth, aged 71, died October 6 of 
cerebral hemorrhage. 

Dr. George Delmont Jeffers, Parkersburg, aged 82, died October 
4 of a heart disease. 

Dr. George Robert Miller, Fairview, aged 76, died September 18 
of congestive heart failure. 


Classified Advertisements 


WANTED: Pathologist (1) full-time, to serve as Assistant Medical 
Examiner. Two years experience in pathological anatomy. Must 
have or be eligible for Maryland license. Diplomate of American 
Board of Pye! or one eligible preferred. Age limit 54. 
Salary $7,000.00. Write, Chief Medical Examiner, 700 Fleet 
Street, Baltimore 2, Maryland. 


WANTED: Interns and/or residents in a general, private 

of 150 beds in the Southeast. Service to Pe 7 oe or as 
soon as available. Approved by A. M. S. Salary 
a month and maintenance. Medical 
ournal. 


WANTED: Two physicians interested in general practice to be- 
come associated with group clinic and small hospital. Would like 
one man that can do some ear, eye, nose and throat along with 
general practice. Salary first year $700 per month with gas 
and oil furnished for use of automobile used in practice. MAR, 
care Southern Medical Journal. 


FOR SALE: Unused but not needed items at cost. One asin 
table and attachments—$764.50; one stretcher with pads 

knee straps—$110.50: one wall shelf stand—$110.00: one instru- 
ment table, 20x40—$64.50. CA, care Southern Medical Journal. 


Sace the.. 
BURDENED HEART 
EDEMATOUS TISSUES 


DISTRESSED LUNGS In Bronchial Asthma, Paroxysmal Dyspnea, 


DUBIN AMINOPHYLLIN. 


ACTIVE DIURETIC - MYOCARDIAL STIMULANT 


BRONCHIAL RELAXANT 


Cheyne-Stokes Respiration. 
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H. E. DUBIN LABORATORIES, Inc., 250 East 43rd St., New York 17,N.Y. 
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VITAMIN DROPS 


Now providing natural vitamin D from 
rich fish liver sources, and increased po- 
tencies of vitamins A and C...with pyri- 
doxine and pantothenic acid added... 
Vi-Syneral Vitamin Drops is unexcelled as 
a multivitamin supplement for the infant's 
diet. NO INCREASE IN PRICE. 


more than vitamins A and D alone a a 
Each 0.6 cc. provides: : 


Vitamin AP 5000 U.S. P. Kh 
NEW Vitamin 1000 U.S. Units 


*Natural vitamins A and D 
CONTAINS NO ALCOHOL 


In 15 cc. and 45 cc. packages 
with dosage marked dropper. 


U. S. VITAMIN CORPORATION 


250 East 43rd Street © New York 17, N. Y. 


and literature 
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ULA Ascorbic Acid (©) SO mg. 
4 vitamin DROPS / 
=: 
Write for sample _ 
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The rooster’s legs 


are straight. 


The boy’s are not. 


The rooster got plenty of vitamin D. 


Fortunately, extreme cases of rickets such as the one above illustrated 
are comparatively rare nowadays, due to the widespread prophy- 
lactic use of vitamin D recommended by the medical profession. 


One of the surest and easiest means of routinely administering vitamin D (and vitamin A) to 
children is MEAD’S OLEUM PERCOMORPHUM WITH OTHER FISH-LIVER OILS AND 
VIOSTEROL. Supplied in 10-cc. and 50-cc. bottles. Also supplied in bottles of 50 and 250 
capsules. Council Accepted. All Mead Products Are Council Accepted. Mead Johnson & 
Company, Evansville 21, Ind., U. S. A. 


As : 
p 
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1000 ce. flasks 
cc. flasks 
125 ec, flasks 
- for hospitals. 


i 1 LITER (1000 cc) 


AMIGEN 5% 
pextrose 
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Test 


Like Amigen, Protolysate is an enzymic 


| digest of casein and consists of amino 


acids and polypeptides. Like Amigen, 
Protolysate supplies the nitrogen: es- 
sential for maintenance, repair and 
growth: 

Unlike Amigen, which may be em- 
ployed both orally and parenterally, 
Protolysate is designed only for oral 


vse. 


The function of Amigen and Protolysate 
is to supply the amino acids essential 
for nutrition. Both can be given in place 
of protein when protein cannot be eaten 
or digested, or in addition to protein. 
when the protein intake Js. insufficient. 
Administered in adequate amounts, 
they prevent wastage of protein, restore 
previous losses, or build up new body 


protein. 


PROTOLYSATE 


For Orai Administration 

dry enzymic digest of casein containing ane 
nuts and polypeptides, useful as a source of f 
lly absorbed food nitrogen when given orally ¥ 
tube, Protolysate is designed for 

in cases requiring predigested protein 
“ede of administration and the amount © 

should be prescribed by the 


MEAD JOHNSON & CO- 


EVANSVILLE, IND., U.S.A 
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NSVILLE 21, INDIAN 
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Thrombin Topical 


(Bovine Origin) 


AN ( 


“HMemostal, please... Thiomtin.”’ 


J 


Bleeding controlled, the operation proceeds. 
THROMBIN TOPICAL, highly potent, rapidly acting 
hemostatic of biologic origin, is a distinct achievement 
for safer surgery—minor and 
major. Capillary hemorrhage 
may be arrested seconds after local ap- 
plication of THROMBIN TOPICAL. 
Unending research in all the branches 


of medicine has led to the develop- 


SIGNIFI 


ment of new Parke-Davis products, 
physiologically sound and clinically 


valuable. It has maintained as a con- 


F 


tinuing symbol of therapeutic signif- 
icance the mark of Parke-Davis— 


MEDICAMENTA VERA. 


THROMBIN TOPICAL 

is available in 5,000-unit 
ampoules, each packed 

with a 5 ce. ampoule of 
sterile, isotonic saline diluent. 


SYMBOLS 


PARhKE, DAVIS & COMPANY DETROIT 32, 
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